No. 997. Vol. 167. Price 4s. 


THE 
PRACTITIONER 


in 1868 


DISEASE 





SPEGIFIGITY 


With the present acceleration of research and the increase in our knowledge of 
pharmacology, the trend in medicine is more and more towards specificity in diagnostic 
and therapeutic agents. 

One such specific agent is piperoxane, a synthetic adrenolytic substance for use in 
the diagnosis of '' functional *’ chromaffin tumours. In cases of hypertension in which the 
presence of this rare tumour in the adrenal medulla or elsewhere is suspected, piperoxane 
may provide the necessary evidence of hypersecretion of pressor substances. It is 
suggested also that it may be of value during surgery in this condition to guard against 
the effects of excessive liberation of adrenaline and related substances. 

The incidence of the condition is extremely low, but — being more frequently 
suspected, and because in some cases a negative response may be of value — there would 
appear to be some justification for more widespread use of the piperoxane test. 

The firm of May & Baker believe it to be in the interest of medical progress that 
such products should be made readily available even though they may not often be needed. 


M&B Medical Products ® ore monufoctured by 


MAY & BAKER LTD 


MA 4855! 
SOM EEO 
PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD. DAGENHAM 


For contents of this issue see overleaf 








| ‘Antacid _Adsonptive 
ane Pp ain-velieving 
MAGSORBENT 


with 
ATROPINE 


which combines in Tablet form the Magsorbent 
brand of Magnesium Trisilicate and Atropine, 
uniting the antacid and adsorptive properties of 
the former with the spasm- and pain-relieving 
properties of the latter. 


Samples and Literature on request 


KAYLENE, LIMITED 


WATERLOO ROAD, LONDON, N.W.2. 
Sole Distributors : 





ADSORBENTS, LTD. 
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Nutition.. 


THE ANSWER TO MODERN DIETARY PROBLEMS 


There is evidence that the reduced daily calorie intake of the nation, 
resultant upon the lower quantitative and qualitative food standards 
of to-day, has a tendency to be a contributory cause of asthenia. 
The physician rightly seeks a corrective for this condition, especially 
in patients where an examination reveals nervous instability, 
lassitude and weakness arising from a deficiency of vitamins and 
mineral constituents. 

* Supavite ’ Capsules, by providing a balanced ration of vital food 
factors—vitamins A, B,, B,, C, D, E and Nicotinamide, together 
with Iron, Calcium and Phosphorus, enrich the depleted tissues 
and fluids and encourage the restoration of bodily health. 


<. Cingiess SUPAVITE..... 


THE ANGIER CHEMICAL CO. LTD. 86 CLERKENWELL RD., LONDON, E.C.! 
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the Question of 


thy wid deficiencies 


Though well defined cases of thyroid deficiency are uncommon, 
many mild deficiencies occur—often unrecognised—giving risc 
to symptoms that may complicate other more obvious con- 
ditions. For instance, certain cases of menstrual disorder, of 
skin disorder, of obesity and arthritis at the menopause may be 


associated with defective thyroid secretion. 


...and the Answer 


For these and the specific deficiency diseases, today’s pre- 
scription is L-THYROXINE-SODIUM Glaxo—the pure synthetic 
hormone. Effective by mouth, it ensures reliable absorption, 
exerts consistent physiological activity, and permits dosage to 


be accurately based on weight. 





.-Thyroxine-sodium Glaxo 
J 





Tablets (0.05 mg. & 0.1 mg.) in bottles of 100 


GLAXO LABORATORIE; LTD., GREENFORD, MIDDLESEX, ENGLAND 
Research Laboratories. Manufacturers of medical products and foods 


issociate compames or agents in almost every countr f the world 
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OXFORD MEDICAL PUBLICATIONS 
ANTIBIOTICS 


A Survey of Penicillin, Streptomycin, and other Antimicrobial 
Substances from Fungi, Actinomycetes, Bacteria, and Plants 


by Sir HOWARD FLOREY, M.D., Ph.D., F.R.S., E. CHAIN, Ph.D., 

F.R.S., N. G. HEATLEY, Ph.D., M. A. JENNINGS, B.M., A. G. 

SANDERS, M.B., D.Phil., E. P. ABRAHAM, D.Phil., and Lady M. § 
FLOREY, M.D. 

* The appearance of such a work is a major event in medical literature: indeed it is 


difficult to think of any in which a topic of such magnitude has been treated so ex- 
haustively."—BRITISH MEDICAL JOURNAI 


‘Although new knowledge on the subject of antibiotics is accumulating daily this 
massive work so beautifully produced with a wealth of photographs and illustrations, 
will for long be an indispensable reference book in medical and general science libraries 
throughout the world.’—sT. MARY'S HOSPITAL GAZETTE 


1,790 pages 266 illustrations 242 tables 


In two Royal Octavo volumes, the set Fight Guineas net 


OXFORD UNIVERSITY PRESS 























7. a , H. K. LEWIS & Co. Ltd. 
D ' S¢ OV ER’ Medical Booksellers and Publishers 


The Magazine of Scientific Progress Very large stock of Textbooks and 
: ; Recent Literature in all branches of 
Europe’s most popular illustrated Medicine and Surgery. Select stock 
scientific magazine, written in non- of Foreign Books. Those not in stock 
technical language by such well- obtained under Board of Trade 
Licence. 


LENDING LIBRARY 
Annual subscription from 25s 
Prospectus post free on request 


SIR ROBERT WATSON-WATTS The Library Catalogue revised to December 
DR. JULIAN HUXLEY 1949, is now ready To subscribers, 
17s. 6d. net. To non-subscribers, 35s. net ; 


PROF. H. C. UREY postage |s 


SIR HAROLD SPENCER JONES | Bi-Monthly List of New Books and New Editions 
RITCHIE CALDER sent post free to Subscribers on request 


CHAPMAN PINCHER SECOND-HAND DEPARTMENT 
140 GOWER STREET 


—— . s _— 
Price 16 Yearly 18/- (post free) Large stock of second-hand recent 
editions 





known authorities as 


SIR EDWARD APPLETON 
DR. DAVID S. EVANS 


Specimen copies available on request to 


JARROLD & SONS LTD., H. K. LEWIS & Co. Ltd. 


: ates . 136 Gower Street, London, W.C.! 
COWGATE, NORWICH Telephone : EUSton 4282 (7 lines) 
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J Published by Saunders 


CECIL & LOEB’S MEDICINE—in a New (8th) Edition 
This new (8th) edition really marks an epoch in medical literature. Drs. Russell L. Cecil 
(Cornell) and Robert F. Loeb (Columbia), with 168 teacher specialists, have recorded for 
students and practitioners alike the very newest knowledge regarding the many diseases presented. 
It presents 20 diseases and conditions not previously included, and 82 articles have been 
completely rewritten by new authors. 1|,730 pages, with 203 illustrations 60s. 


DORLAND’S AMERICAN ILLUSTRATED MEDICAL DICTIONARY 
—A New (22nd) Edition 
The American IIlustrated Medical Dictionary in its familiar red binding has been the standard of 
the medical world for the past 50 years. /n its new (22nd) edition it defines 132,000 words and 
terms. This new edition will certainly entrench itself even more firmly as the dictionary of 
choice of teachers, students, medical practitioners, and all those engaged in any way in any of 
the biological sciences. 1,750 pages, with 720 illustrations. Thumb-indexed 50s. 


LEVINE’S CLINICAL HEART DISEASE—A New (4th) Edition 
The revision for this new edition was unusually extensive. The section on electrocardio- 
graphy is almost entirely new and now contains 914 electrocardiograms. Cardiac Surgery; 
catheterization of the heart; use of anticoagulants and low salt diets are all dealt with on the 
basis of their clinical usefulness. 556 pages, with 192 illustrations and 914 electrocardio- 


40s. 


grams. 


CLINICAL ELECTROENCEPHALOGRAPH Y—New 
By ROBERT S. SCHWAB, M.D., Director of the Brain Wave Laboratory, Massachusetts 
General Hospital. 195 pages, with 103 illustrations. 32s. 6d. 


SURGICAL FORUM—Papers delivered at the 1950 Clinical Congress of 
the American College of Surgeons 
665 pages, with 266 illustrations. 50s. 


1951 CURRENT THERAPY—New 
The third of a series of annual volumes devoted to today's accepted treatments. By 275 
American Authorities selected by a Board of Consulting Editors. Edited by Howard F. Conn, 
M.D. 699 pages. 50s. 


(The prices quoted apply to United Kingdom and Eire only) 





W. B. SAUNDERS COMPANY LTD., 7 Grape Street, London, W.C.2 
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B. PROTEUS.) 


AND PROMOTION OF HEALING 


Remarkable clinical results have been 
obtained by the use of Cimlac Gauze in the 
treatment of pyogenic infections including those 
resistant to the Sulpha Drugs and Penicillin. 
Apart from its value as a bactericstat, Cimlac 
Gauze provides the bland healing properties 
of sterilised glyco-gelatin which promotes 
proliferation of healthy granulation. 


FORMULA 


Aminacrine Hydrochloride 0.1% 

Hexylresorcinol. ...... 0.1% 

Phenylmercuric Nitrate 0.004%, 
In a Sterilised glyco-gelatin base 


INDICATIONS 


Gravitational Ulcers, Pressure Sores, Car- 
buncles, Boils, Wounds, Burns. As a post- 
operative dressing in Rectal operations. In 
the preparation of tissue surfaces for skin 
grafts. 

At present available only to Hospitals, Private 
Practitioners, and Medical Departments in 
Industry. 


WHEN YOUR 

ADVICE IS 

‘don’t climb ae 
Stairs’ 


The ELECTRIC 


Home LIFT 


Easy to Install + Simple to Operate 
* Economical to run 
Information obtainable from : 


HAMMOND & CHAMPNESS LTD. 


Gnome House,’ Blackhorse Lane, Lcendon, B.17 








Instrument Repair 
Service 


Now, as for many years, the really specialist 
House in every type and kind is 


POLDEN’S 


Based on extreme thoroughness in wor<- 
manship, an unsurpassably good service in 
speed is always available Top priority is 
always given to genuine emergencies. Costs 
are very, very moderate, and the resulting 
doubling, at least, of an instrument's life, is 
an enormous saving. From forceps to stetho- 
scopes, and sphygmomanometers to syringes 
from A to Z of all instruments we 
specialise in repairing and supply new 


RE-PLATING ENGRAVING 
NEW INSTRUMENTS SUPPLIED 
LARGE STOCKS HELD 


10 BURNEY AVENUE 
SURBITON, SURREY 


Telegrams **Surgical, Surbiton 
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BA RCLA 


rimitTe i 
est Official Retailers of 
OYCE & BENTLEY 


Cars on request. 


The Larg 
ROLLS-R 


Stock List of Used 


Showrooms: Hanover Square, W.1. MAY fair 7444. Berkeley Square, W.1. GROsvenor $811 
Service Works: Lombard Road, Merton, S.W.19. LIBerty 7222 





A case for 


the Surgeon 


Here are the world's finest scal- 
pels & handles packed in a neat 
tastefully designed plastic case 
that is compact, easy to use and 
which meets the strict standards 
of hygiene and aesthetics of the 
modern operating theatre. Con- 
tains 3 different handles and 6 
dozen blades in 9 shapes, as illus- 


trated. 








Details from 
W. R. SWANN & CO. LTD 
PENN WORKS SHEFFIELO~- 6 
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SANTULLE 


R EADY-FOR-USE 
DRESSINGS 


These Packs of Dressings are designed 
for greatest convenience. Each box con- 
tains pieces of open mesh tulle approx- 
imately 3?” square, impregnated with 
a sterile medicated base, ready for 


immediate application. 


The following are available 
PETROLEUM JELLY 
36 dressings per tin 


PENICILLIN 


10 dressings per tin 


BURN AND WOUND 
36 dressings per tin 


A PRODUCT OF 
Chasen GAL 


OLDBURY BIRMINGHAM 


STANDARD MODEL 
_ for use in the Home 
o Surgery £ 8-8-0 


Perfect Dial Control 

of mixture for - 

Analgesia & Anagethesia. - 

for use by the Doctor | 

in cases of Maternity CESRAN, ATTQEMNENT \ 
"3 use inthe 


or Minor Surgery se wpe SPITAL \ 
“O exfra ® 
| 


from 


SURGICAL HOUSES 


CYPRANE ETD Howorth Keighley Yorks 


(NEG ENTHE ) 


Registered 


THE SAFEST AND BEST PREPARATION OF 
OPIUM 

Nepenthe contains all the 
opium and has been prescribed for over 100 
It has been found by generations of 
to be the best preparation of 
opium, as it does not cause the unpleasant 
after-effects usually attributed to opiates It 
can be given over a considerable period and 

the effect remains invariably constant 








constituents of 


years 
practitioners 


8-oz 
injection in 


Packed in and = 1|6-oz 
bottles, and for j-oz. rubber 
capped bottles, sterile, ready for use 


CFERRIS ) 


& Co., Ltd. 
BRISTOL 


Telephone Bristol 2138! 
Telegraphic Address FERRIS, BRISTOL 


2-oz., 4-07z., 
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In the MANAGEMENT of HERNIA 





When herniotomy is contraindicated or delayed, a Spencer Support 
provides the exact degree of support required. The doctor is assured 
of this precision because each Spencer is individually designed, cut, and 
made for each patient. For example, the Spencer Support for the 
hernial patient pictured was created after a description of the patient's 
body and posture had been recorded and 12 detailed measurements 
taken. 

A Spencer has no leather, no hard pads. Made of non-elastic materials, 
it will not yield or slip under strain. Thus maximum safety is assured. 
The pull of supporting the abdomen is placed on the pelvis, not on spine 
at or above lumbar region. A Spencer favourably influences better 
posture and body mechanics. 

For further information write to: 


SPENCER (BANBURY) LIMITED 


Consultant Manufacturers of 


. * 
Surgical and Orthopedic Supports 
SPENCER HOUSE BANBURY OXFORDSHIRE 
Spencer copyr ght designs are original and distinctive and for more thon 20 years have been recognized by the 
Medical Profession as a symbol of effective control for abdomen, back, or breasts 
BEWARE OF IMITATIONS. Spencer (Banbury) Ltd. regret the necessity of issuing warning to beware of copies and 
imitations. Look for the Spencer Label stitched in the Spencer Support, and ensure that it is a genuine Spencer 
Support and not a so-called copy 
APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 
Trained Fitters available throughout the Kingdom 
Copyright; Reproduction in whole or in port is prohibited except with the written permission of S(B) Led 
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Two NON-STICK Y Bandages 


for the treatment of 


VARICOSE CONDITIONS 


!. THE ELASTIC 
TWO-WAY STRETCH 
(T.W.S.) BANDAGE 


An entirely new bandage for the treat- 
ment of the varicose limb. It treats 
the condition by ** bandage massage "’ 
by virtue of its unique two-way stretch 
character as the patient walks. The 
two-way “bandage massage” given 
to an oedematous limb usually causes 
the disappearance of thissign. Width 
of bandage 3; inches. 


2. THE ELASTIC 
ONE-WAY STRETCH 
(O.W.S.) BANDAGE 


This is a flesh coloured bandage which 
presents an excellent cosmetic effect. It 
is the ideal bandage for the supportive 
treatment of all uncomplicated cases 
of varicose veins. 
PRICES 

Two-Way Stretch (T.W.S) 

Supportive Bandage ; each 17/6 

One-Way Stretch (O.W.S.) 

Supportive Bandage; each 126 


Postage 4d. each extra 
Special Terms to The Profession & Hospitals 


Descriptive and Illustrated Brochure 
gladly sent on request 


a 


JOHN BELL & CROYDEN, Wigmore St., London, W.! 


Telephone: WELbeck 5555. Telegrams: Instruments Wesdo, London 
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SURGEONS 
and NURSES 


Made by: Robinson & Sons 
Ltd., Wheat Bridge Mills 
CHESTERFIELD 


BACTERIOLOGICALLY TESTED AND 
SPECIALLY DESIGNED FOR THE 
PREVENTION OF DROPLET INFECTION 


After many bacteriological experiments this mask was 

designed to arrest all droplets from the mouth and 

nose, and so to prevent contamination during operation 

The ‘‘Cestra’’ Mask consists of 4 layers of fine dental 

gauze it fastens securely under the chin, has an air 

gap at the sides, is comfortable to wear for long 
periods and may be easily sterilized 


Obtainable from Chemists and Medical Stores 


King’s Bourne House, 229/23! 
LONDON, W.C.! 


London Office 
High Holborn, 
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Ti alt who are interested 
in lodine—its effects, 
its uses, its possibilities —the 
Chilean Iodine Educational Bureau 
offers information and advice. 
Reviews of selected aspects of 
todine usage are available, including: 


DETERMINATION OF IODINE IN FOODSTUFFS 
TREATMENT OF INFLUENZA AND THE COMMON COLD 
WORLD GOITRE SURVEY 


IODINE AND PLANT LIFE 


Every endeavour will be made to meet your 
requests for information. There is no charge. 


Chilean Zs lodine 


Educational Bureau 


HOUSE, LONDON, &8.C.8 


* 


@rt STONE 





IN cases of subjective dys 
menorrhoea at puberty, a simple 
explanation of the normal 
function of the menstrual cycle 
prevents recurrence of unpleasant 


sympcor is. 


If however an analvesic is 
indicated, “Hypon”, which pro 
vides the safe and ellective 
analgesic action of Acetylsalicylic 


Acid, 


with 


Phenacetin and Codeine, 
Phe nolph 


thalein for the elimination of side 


Caffeine and 


eHects, is worthy of choice 


HYPON 


TABL E 





~~ 





Literature and samples available on 


request from the Medical Department 


id ' . 7 
/CALMIC LIMITED » CREWE HALL - CREWE 


Tel: CREWE 3251 (5 lines), LONDON: EAGLE HOUSE, JERMYN ST. SW. 
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CREATION OF 
THERAPEUTIC MISTS 
AND THEIR PASSAGE 
FROM ATOMIZER TO 

LUNGS 


ANTI- | 

PRURITIC | W. E. COLLISON 

FUNGICIDE A short article briefly and 
comprehensively covering the subject 


—— provides the fungistatic properties 
of Parachtorophenylether and Phenylmer 
Nitrate and exerts a marked inhibitive sind A copy will be posted een fener 
over a wide range of pathogenic fungi, includ- to the Inhalation Institute (no charge) 
ing Microsporon audouini, Monilia albicans, 
Trichophyton mentagrophytes (gypseum) and 
Trichophyton rubrum (purpureum). The Issued by 
anti-pruritic action of CALPED Cream . a, 
relieves itching associated with Dermato- THE INHALATION INSTITUTE LIMITED 
phytoses and Vulvo-vaginitis and can be : } 

a R7 oe lhe = 
applied aver long periods without ee 
risk of toxic reaction. CALPED is London, S.W.| 

available as a cream or powder. For | 
the treatment of Dermatophyto- TELEPHONE : VIC 
ses the application of the cream 
is recommended until the in- 
fection is cleared. The powder 
may be used if a dry appli- : 
Cation is indicated, or as 
@ prophylactic measure -&F 
against re-infection IN SAI E HANDS 
INDICATIONS: , 
smorcartions. The man who has af pointed the Westminster Bank 
to be his Executor or Trustee can, with truth, say 
that the well-being of his family will be in safe hands. 


Pedis, Tinea Cruris and 
The Bank will carry out his wishes faithfully, bringing 


1676 














Monilia infections 

Calped Cream: Containing 

Parachlorophenylether 0.5% 
rt ew: mgt chee to its task a fund of business experience beyond that 
0 004°... ina Bentonite Cream 
base. Available in 1 oz. Jars 
Calped Powder : Containing 
Parachlorophenylether 2%, 
Phenylmercuric Nitrate 

0.004°., in an Amylum 

Rendinr tase, Aaa. whose affairs are left in its hands. Inquiries will be 

amas a welcomed at any of the Bank’s branches. 


possessed by any private individual, it will administer 
its trust with complete integrity; and—more impor- 
tant, perhaps, than any of these—it will at all times 
show a very sympathetic consideration towards those 





CALPED 
FUNGICIDE } 


Samples and literature on request. 
WESTMINSTER BANK LIMITED 
don, EC2 


Trustee Department: 53 Threadneedle St., Lon 





omg’ eeeoeend 
Vel: CREWE 3251 (5 lines), LONDON: EAGLE HOUSE, SERMYN ST. S.W.t. 
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An 


aetiologi« al 


approa h 





FOR THE PAST SEVEN YEARS a high 


proportion of successiul 
results in peptic ulcer has been obtained with 


an extract from gastro-intestinal 
tissues This offers a substitution therapy for the regulating substances lacking 


in the stomach and the duedenum in peptic ulcer 


[his extract was introduced under the name ROBADEN in 


1944 alter extensive 
laboratory and clinical research Since then 


numerous clinicians have reported 
their successful results on hundreds of peptic ulcer cases in diferent countries, 


including a large number of ambulatory cases Now that supplies are more freely 


available in this country, doctors here are confirming the 


good results re porte d 
elsewhere 


ROBADEN is particularly useful in ambulatory cases and symptomatic improvement is 
often evident after the first few injections. The treatment consists in the use of ampoules 
supplied in separate form for gastric and duodenal ulcers ; tablets are also availabl 


Full details and clinical references on request. 
1 


PRODUCT OF ROBAPHARM LTD 


Bas 
irers f biological spec 
cal profession 

Sole agents in the United Kingdom and Eire 
WARD, BLENKINSOP & COQO., 
- HENRIETTA PLACE, LOND < 


Telephone: Langham 3185 
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fun 


when patients needing a high 
fluid intake were given barley 


water pure and simple. Instead 


Gone, we hope, are the days 


of this we can now speed their 
recovery by giving Vitavel Syrup 
in either water or soda water 
This provides a new approach to 
the treatment of febrile patients 
and others requiring a_ highly 
protective intake of nutrients in 
an easily digested form 


VITAVE 
/ tL 
SYRUP 
‘ 
The principal vitamins in a palat- 


able orange base 


6 fl. oz. 3/9; 40 ff. oz. 24/-; less 
usual Professional discount. 
Sample and literature on request, 


VITAMINS LTD. (DEPT. D.25.), UPPER MALL, LONDON, W 
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In the treatment of HYPERTENSION 


Consider 


HEPVISC 


Tablets 


Mannitol Hexanitrate the “nitrite"’ medicament of choice 8 mgm 
Viscum Album (Mistletoe Extract complementary action with nitrites - 50 mgm 
@ Rapidity of Action ® Non-Toxic 
@ Synergism of Constituents ® Relief of subjective symptoms 


Details of pharmacology and clinical results from 


THE ANGLO-FRENCH DRUG CO. LTD. 
11-12 Guilford Street, London, W.C.1 


Telephone : HOLborn 6011 Telegrams : Ampsalvas, London 











|} A NEW PRODUCT }— 











BENTONYL 


Biphosphate of trinitrate of triethanolamine 


PROPHYLAXIS AND TREATMENT OF ANGINA OF EFFORT 


Dilator of cardiac, cerebral and renal arterioles 





Contra-indicated in Hypotension 
NON-TOXIC : NO HABITUATION : PROLONGED EFFECT 


POSOLOGY 


Prophylaxis: One pill at breakfast, lunch Acute Attacks: Two to four pills at one 
and dinner, and one or two pills’ at bedtime dose, with a glass of water 
with a glass of water 

Tube of 50 Pills Dispensing Pack: 250 Pills 


Sample and literature on request BEN GUE & Co. Ltd. Menufecturing Chemists 
MOUNT PLEASANT, ALPERTON, WEMBLEY, MIDDLESEX 
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(O foivella INDIVIDUAL 


CORSETRY SERVICE 


For the More Ample Figute 


~ 
: btainable through Resident Spirella Corset 


icres everywhere. Foraddresses see Spirella page 
in the Telephone Directory 


» OF ON application to 


1 he 
SPIRELLA COMPANY of GT. BRITAIN 
LIMITED 


LETCHWORTH HERTS TEL : LETCHWORTH 159 


SPIRELLA HOUSE, OXFORD a 5. LONDON, Ww TEL: REGENT 3692 








anti-histamine and nasal decongestant 


‘Bena- Fear 


Formula 
‘Benadryl’ (Diphenhydramine hydrochloride) 0.1 per cent 
Ephedrine hydrochloride I per cent 
Chioretone 0.5 per cent 
Menthol 0.05 per cent 
Aqueous dextrose base q.s 











Contains the anti-histamine agent ‘ Benadryl’ and the vasoconstrictor ephedrine, in an 
isotonic, aqueous dextrose vehicle approximating in pH to that of the normal nasal 
secretions 


‘ Bena-Fedrin’ is intended for use in the treatment of congestion associated with allergic 
rhinitis, hay-fever and other pollen allergies, acute rhinitis, acute rhino-sinusitis, etc 


D r a j j ‘ ¢ f f ié 


PARKE. DAVIS & COMPANY. LIMITED 


HOUNSI ‘ M DLESEX In U.S.A 
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Progress in administration 


GER 
EN DING FACTOR 


B 
. Ny OF THE SPREA 


PREPARATIO 
~HYALASE- 
NEW APPLICATIONS ARE 


Cc 
ONTINUALL Y BEING FOUND 


Further information is available from — 


Bencer LABORATORIES LIMITED 


HOLMES CHAPEL + CHESHIRE + ENGLAND 








Hyalase is the registered trade mark of the manufacturers Bangers Limited 
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A NEW TREATMENT FOR 


Whoopi 
ooping Cough 
The cough, the whoop, and the vomiting 
have been successfully controlled by the use of 
*‘Eumydrin’ drops (alcoholic solution 0.6%) 
given in milk or water, four-hourly. 
A dosage system has been worked out, and 


clinical trial is recommended in children of any age. 


EUMYDRIN 
DROPS 


*Eumydrin’ is the Reg. Trade Mark Brand of Atropine Methonitrate 


PRODUCTS LTD., AFRICA HOUSE, KINGSWAY, W.C.2 
0S iS LL EIT 
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dormiprin 


the safe sedalgesic 


sedation 
plus 
analgesia 


for insomnia and pain Q 


FORMULA 
+ Carbromal B.P.C. 150 n romvaletone B.P.C. 50 mg 
fe c » 25 
alkalized with Mag. Oxid. B.D. to minimise gastric irritation 


in 


+ Carbromal and Bromvaletone are physiologically harmless 
OPEN-CHAIN U REIDES producing none of the habit-forming 
and other clinically undesirable side-effects of the barbiturates 


“dormipria” t BP BP C. or N.F. equivalent and may be freely pre- 
scribed as mplies with the vant recommendations of the Cohen Report 


Clinical mples and literature on request 


CLINICAL PRODUCTS LTD. CPL RICHMOND ENGLAND 
IN EIRE: H. J. R. MAYRS & CO., 115 GRAFTON STREET, DUBLIN 





For maximum safety in use... 


M.1.E. Mark Il HOSPITAL PORTABLE ELECTRIC 
SUCTION APPARATUS 


Operated by a spark-proof 112th. h.p. induc- 
tion motor and coatrolled by a spark-proof 
switch to ensure maximum safety when used 
in the presence of volatile ether gases. Fitted 
with twin automatic change-over bottles 
and variable suction control—upto 35cm H.g. 
Supplied in two voltages: 200-220v. A.C. and 
230-250v. A.C 


MEDICAL & INDUSTRIAL 
EQUIPMENT LTD. 


SPECIALISTS IN ANASTHETIC APPARATUS AND SURGICAL INSTRUMENTS 


10 & 12, New Cavendish Street, London, W.! 


Telephone : Welbeck 185! & 1504 
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Not whether but how 


FERROUS SULPHATE is now recognised as the most efficient 
form of iron treatment for hypochromic anemias The 
question is therefore not “ whether’ but “how” it should 
be administered. 


The preparation should not be too bulky, nor cause 
gastro-intestinal upset, yet it must disintegrate quickly 
and produce maximum hematopoietic response. 

In *PLASTULES’ ferrous sulphate is presented in its most 
attractive form—in a semi-solid base in a capsule which 
rapidly dissolves in the stomach, thus ensuring maximum 
absorption. *PLASTULES’ induce a rapid response without 
gastric upset. 


*PLASTULES’* are available in four varietizs: Plain 
with Liver Extract: with Folic Acid: and with Hog's 
Stomach 


*PLASTULES’ Hamatinic Compound 
Trade Mark 
With 


JOHN WYETH & BROTHER LTD., CLIFTON HOUSE, EUSTON ROAD, N.W.1 





Conditioned Deficiencies 
of the 


B, VITAMINS 


It has been shown that symptoms resembling those seen in vitamin B 
complex deficiency may arise during treatment with sulphonamides, 
penicillin, and streptomycin. More recently such symptoms have 
been noted during aureomycin and chloramphenicol therapy. 


Vitamins of the B complex are therefore often given concurrently 
with antibiotics. Marmite, which contains nicotinic acid (16.5 mg. 
per oz.) and riboflavin (1.5 mg. per oz.) as well as other B factors, 
has been used with success in conjunction with sulphonamides. 


MARMITE 


yeast extract 


Obtainable from Chemists and Grocers 








Specia' terms for packs for_hospitals, welfare centres and schools 
Literature on request 
THE MARMITE FOOD EXTRACT_CO., LTD. 35 Seething Lane, London, E.C.3 
5103 
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Reducing the “Time-Lag™ 
in treating 
Rheumatic Conditions 








ESPITE half a century of painstaking 

research, there is still no consensus of 

opinion regarding the causation of rheu- 
matic diseases. ‘Treatment is therefore neces- 
sarily symptomatic and directed to the relief 
of pain. 

Massage has long been the treatment of choice. 
But usually in severe cases, adequate massage cannot 
as a rule begin at once; the affected muscles are too 
taut and tender. Days or even weeks may have to 
elapse before the patient can benefit from the stimu- 
lating effects of deep massage. 

This “ time lag ” has now been eliminated by the 
use of Lloyd’s Adrenaline Cream. 

Gently massaged into the affected area, the cream 
causes quick relaxation of the tense muscles and 
almost immediate relief from pain. 

Reports of the successful treatment of hundreds of 
rheumatic patients have appeared recently in leading 
medical journals, recommending Lloyd’s Adrenaline 
Cream as the most satisfactory preparation. 

Supplies of Lloyd’s Adrenaline Cream are now 
available through Boots, Timothy Whites & Taylors, 
and all pharmacists. 


Stoward lloyd + Cote. 


11 Waterloo Place, London, S.W.1 





Makers of Fine Pharmaceuticals since 1880 
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ayer 
salicylate 
therapy 


The possibility of toxic reactions from large 

continuous doses of salicylates is now more widely 

recognised The modern approach to salicylate therapy 

using EKAMMON—overcomes these serious sequelae 
Containing aspirin (0.33 gm.), vitamin K (0.33 mgm.) 

ind vitamin C (22 mgm.), EKAMMON has special virtues 

as an analgesic and anti-rheumatic Vitamin K counteracts 

the prothrombin-reducing action of aspirin preventing 
haemorrhagic tendencies The addition of vitamin (¢ 
compensates both the increased excretion of the vitamin during 
salicylate medication and the ascorbic acid deficiency usually 
associated with rheumatic patients 

EKAMMON is now regarded as the most modern form 
salicylate therapy, of unique value in rheumatism, arthritis, 
hbrositis and dysmenorrhcea Intensive dosage can be used without 
the risk of systemic reactions and the depression produced by 


salicylates alone 


== Efammon 


WARD, BLENKINSOP & CO., LTD. 


HENRIETTA , ACE, LONDON, W 
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A for the prevention 
o and treatment ,f 
cracked nipples 


—WMasse 


ee a 


9-amino acridine 0.0695" p @ used after each nursing — helps 


— Masse 


contains 

and allantoin 2% d j fi 

ao enka nen prevent tender nipples, fissures, 

Supplied in abrasions and mastitis. It hastens 

| oz. tubes healing of cracked nipples and re- 
duces the probability of breast 
infection 


@ used during the last trimester of 
pregnancy — keeps the nipples 
pliable and resilient, and is useful 
in massaging out flat or inverted 


nipples 


@ easily applied by the mother — is 
readily absorbed and non-toxic; 
does not interfere with nursing. 


LITERATURE ON REQUEST 
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ANEW ET PRODUCT 


Energen Breakfast Flakes—made rom _ whole 
wheat with the addition of Energen wheatmeal 
and pure wheat gluten—are of the greatest benefit 
to those on restricted diet 


@ Starch reduced @ Protein enriched 
@ Easily digestible @ Virtually “salt-free” 
@ Free from added malt or sugar 


ANALYSIS 
| oz. contains approximately 


Protein 10.3 grams Carbohydrate 14.25 grams 
at trace 





TOTAL CALORIE VALUE 98 
Sodium content not more than .006 


ENERGEN FOODS CO. LTD. (Dept. C.36) WILLESDEN, N.W.10 


For urinary tract infections 


‘Albucid’ is excreted as active, bacteriostatic 
sulphonamide and because of its high solubility 
it rarely causes renal complications. ‘Albucid’ 
tablets are preferred by many surgeon urologists 
and general practitioners for the treatment of 
cystitis and pyelitis and the management of 


prostatic cases. 





¢ 7>1ORAL TABLETS 
A L B U ‘. I D 0.5 Gm. (74 Grains) tablets of Sulphacetamide B.P 


Literature and samples gladly supplied on request 
BRITISH SCHERING LIMITED 


229-231, Kensington High Street, London, W.8 Tel WEStern 8111 











SB 33/51 
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Announcing 


AUTERCHULUN 


A New Approach to the Therapy of 


Hepato-Biliary Disorders 


Rotercholon 


is another product of outstanding therapeutic potency by the 
manufacturers of ROTER Tablets 


Rotercholon 


combines a powerful cholagogic and choleretic action with biliary 
antiseptic, sedative and mildly laxative effects. Its use provides, in 
effect, a physiological flushing out of the biliary passages, preventing 
stasis, with consequent precipitation of cholesterin, and relieving 
inflammation. 

These properties indicate its value in hepato-biliary disorders such 
as cholecystitis, cholelithiasis, cholangitis and hepatic insufficiency. 
Ample clinical trials have confirmed its value in many previously 
resistant cases. 


Rotercholon 


is completely innocuous and has no unpleasant side-effects 





Medical practitioners are invited to send for further particulars and 
clinical trial supply 


F.A.1.R. LABORATORIES LTD 


183 HEATH ROAD, TWICKENHAM, MIDDLESEX 
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... high potency 
and low toxicity 


“* Because of its high potency and low toxicity and because 
of the absence of distressing side effects, ‘Sulphamezathine’ 
is One of the most suitable drugs for routine use 

“The Sulphonamides’’ 1950 edition 

p. 122 (H. K. Lewis and Co. Lid.) 
‘Sulphamezathine’ has a wide range of antibacterial 
action, and can be used wherever sulphonamide therapy 
is indicated. It is considered by many to be the drug of 


choice for children and elderly patients 


a single sulbhrnumele 


The toxicity of ‘Sulphamezathine ’ is so low that 
nausea, vomiting and other common reactions are 
rarely encountered. Because of its high solubility, 
renal complications do not occur, and there is no need 
to use sulphonamide combinations to avoid urinary 
blockage. Thus, there is far less need for ensuring 
the high fluid intake and alkalinisation normally 


essential with sulphonamide therapy. 


AMEZATHINE’ 


TRADE MARK © SULPHADIMIDINE B.P.< 
Available in the form of tablets (0.5 gramme); lozenges, 
oral suspension and powder; and as the sodium salt in 
~ sterile solution for parenteral administration. 
Literature and further information available, on request, from 


your nearest I.C.1. Sale; Office—London, Bristol, Birmingham 
Manchester, Glasgow, Edinburgh, Belfast and Dublin 


IMPERIAL CHEMICAL (PHARMACEUTICALS) LIMITED 
A subsidiary company of Imperial Chemical Industries Led WILMSLOW, MANCHESTER 
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A plasma substitute developed by 
British Scientists in Great Britain 














physical, chemical and biological tests, to which each batch of Intradex is 
subjected, ensure uniformity, sterility and freedom from toxicity, pyrogenicity, antigenicity 


and anaphylactoid and cutaneous reactions. It is interesting that each of a group of eight 


THe SIAtCCE 


chinchilla rabbits, used for determining the renal excretion index (see below), has received 
an average of approximately 1000 ml. of Intradex over a period of one year. This is 
equivalent to approximately 125 bottles (each 540 ml.) in a human subject. All these 


rabbits are in excellent condition 


Biological Control 


Determining the Renal Excretion Index 
which must be kept to a minimum. A large 
chinchilla rabbit, which has received 20 ml 
per kg. body weight of Intradex intravenous 
ly, is being transferred to a metabolism 
cage, During the next two days the urine 
will be collected and samples assayed for 
dextran of low molecular weight 

* 
tvailable in M_R.C. transfusion bottles 
(Salt Free) can be supplied for paced 
lor the treatment of nephritic cave 


formation and literature on request 


Manufactured by 
Serre awes Rewer £ 
AYCLIFFE 
DARLINGTON 


Sole Distributors 





— ————— — - —, 
Cr: CROOKES LABORATORIES LIMITED + PARK ROYAL + LONDON - N.W.10 ) 
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for restoration of nervous EQuILiBRIUM 


| .lixir * Virvina’ is an efficient tonic with an extremely palatable 
base combining four important factors of the vitamin 
B-complex with the glycerophosphates of essential minerals. 


Elixir ‘ Virvina’ stimulates the appetite, improves digestive BACH FLUID OUNCE 


an rcgeesis arta Saat canal CONTAINS : — 
functions and helps to correct vitamin B-complex Thiamine Hyd. (Vitamin B1) 


deficiencies. Elixir ‘ Virvina’ is of particular value 4-0 mg. 
during convalescence, pregnancy and old age. Riboflavine (Vitamin B2 
It is an excellent nutritional supplement and Pyridezine Hyd. (Vitamin Be 
its palatability will ensure its ready acceptance 0.1 mg 
by young children as well as by adults. Nicotinic Acid Amide 30.0 mg 
Supplied in 4 oz., 16 oz., and 80 oz. bottles. with the Glycerophosphates of 


: Calcium, Sodium, Potassium and 
Informative literature forwarded on request. Manganese 


Elicit ‘VURVINA’ SS 


SHARP & DOHME LTD., HODDESDON, HERTS. 
nas Elixir * B-G-Phos” in the Republic of Ireland and in Export Territories. 


2.0 me. 
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FIBROSITIS | Circulatory Progress 


A new approach to vaso-dilatation in the 


& 
treatment of rheumatism and cllied conditions. 


*ALGIPAN’ is a new and highly 
efficient surface-action cream for the 
relief of pain in such conditions as 
rheumatism, fibrositis, muscle spasm, 
strains and sciatica. Its success is 
due to the use of the penetrative 
This en- 


agent methyl nicotinate. 


ables the powerful vaso-dilator hista- 





mine to reach deeper tissues below 





the skin and induce a prolonged, 


pain-relieving hyperemia. The glycol 
salicylate and capsicin exert a com- 
forting rubefacient action. 

The triple penetrative, warming and 


pain-relieving effect makes ‘Algipan’ 


valuable for all types of rheumatic 
and muscular pains, whether acute or 


chronic or arising from strain or 


injury Only very gentle surface 


friction is required. 


‘Algipan . 


*Trade Mark. 


JOHN WYETH & BROTHER, 


* The Trade 


LTD., CLIFTON 
Mark is the property 


HOUSE, EUSTON ROAD, 
of Laboratoires Midy, Paris 


LONDON, N.W.1 
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CO-OPERATION is quickly established between 
young patient and doctor when GLUCOVITE 
is the tonic prescribed. 

Its delicious flavour and attractive appearance 
are universally popular with children (and, it 
might not be out of place to say, with adults, 
too!). 

Adherence to the dosage time-table, so impor- 
tant in tonic therapy, thus presents no problem. 
GLUCOVITE combines vitamins A & D with 
glycerophosphates of manganese, sodium and 
potassium and ferric pyrophosphate in a deliciously 
palatable elixir. It has long been a firm 
favourite with doctors who have experienced its 
high acceptability and therapeutic effectiveness. 


Clinical samples and literature 
gladly, on request. 


GLUCOVITE 


TONIC ELIXIR 


Vitamins A & D with glycerophosphates and iron. 


0 
0 
0 
0 
0 
0 
8 
9 
9 


HOUGH HOSEASON & CO. LTD. - CHAPEL STREET » MANCHESTER 19 
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For control 


of weight 


in children 


Overweight in adults 

often represents persistence of 

childhood adiposity, and control at an 
early stage contributes towards the prevention 
of serious and more intractable obesity in later years. 

* Dexedrine’ helps to overcome the difficulty of cnfo-cing 

a low-calorie diet in children — the only logical treatment 
for overweight — by safely curbing the child’s appetite. 


Further information on request 


‘Dexedrine’ tablets 


ach table ntair ¢ dextro-amphetamine sulphate 


MENLEY & JAMES, LIMITED, 123 COLDHARBOUR LANE, LONDON, S.E.5 


pert for Smith Kline & French International ¢ ner of the trade mark ‘Dexedrine’ 
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Pioglas 
CRI E 75 1.U 


GELUCAPS 


ELU¢ E) 
in the treatment of 


Cardiovascular-Renal Diseases 


Each Gelucap contains a concentrate of natural esters (d,alpha-tocopherol 
acetate) from vegetable oils, type VI, equivalent to 75 mgm. d.l. alpha- 
tocophery! acetate. 
This therapy is today extensively prescribed in the U.K. 

Also available a complete range of endocrine and endocrine-vitamin pre- 
parations including BIOGLAN-A/R capsules for rheumatism, arthritis, 
rheumatoid-arthritis and fibrositis (based on the same cortical principle as 
CORTISONE and ACTH). 


THE BIOGLAN LABORATORIES LTD., HERTFORD, HERTS. 


Tel. Address: ‘“‘ BIOGLAN TOLMBRS” Lit lure on rr eat Phone: CUFFLBY 2187 


























Modern Treatment for 
Tru ‘ ‘ T T es ml s T ‘ 

FUNGOUS SKIN INFECTIONS 
It is now firmly established that the skin protects itself against —————) 
infection by its “‘acid mantle.” Experiments have proved that the 
higher fatty acids are extremely effective fungicides which do not 
produce contact dermatitis. 
Decilderm Ointment and Powder (Duncan) present the particularly 
effective fatty acid, undecylenic acid, and its zinc salt. Both prepara- 
tions are pleasantly perfumed and are easy to apply. They can be used 
for long periods if necessary, and are valuable for the treatment of 
tinea pedis (athlete's foot), tinea cruris (dhobi itch), moniliasis, etc. 

















DECILDERM OINTMENT (Duncan) 


1 oz. tubes (Undecylenic acid 5°, - zine salt 20°,) 


DECILDERM POWDER (Duncan) 


2 0z. sprinklers Undecylenic acid 2% - zinc salt 20°, ) 


DUNCAN, FLOCKHART «CO. LTD, 


EDINBURGH LONDON 
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OPOIDINE 


is Opium in every essential respect 


but with certain advantages : 


i; contains the active constituents of Ovium 


I re) entirely soluble in water 
Kt can be injected hypodermically 
DI nevet varies in composition 


Ii is uniformly reliable and constant in action 


Uerever Onium is indica ted 
Opoidine is better 


The British Preparation of 
the total Alkaloids of Opium 


J. F. MACFARLAN & Co. Led. 


Manufacturers of Opium Alkaloics for over a century 


109 ABBEYHILL, EDINBURGH, 8 
8, ELSTREE WAY, BOREHAM WOOD, HERTS. 


ESTABLISHED 
1780 












































‘Iodex’ is entirely free from the particles of 
dross that can be clearly seen in the photomicro- 
graph of a standard non-staining iodine 
ointment. These particles have a high iodine 
content and, being too large to be absorbed by 
the skin, remain on the surface and may cause 
irritation and staining 

In ‘ Ilodex’ the iodine content is uniformly 
distributed throughout the ointment ; there are 
no local concentrations. The iodine is thus 
readily absorbed by the skin, and complete 
blandness and freedom from staining are ensured 


. 3 
I 0 d e X non-staining iodine ointment 


MENLEY & JAMES, LIMITED, 123 COLDHARBOUR LANE LONDON 


XPS! toners of the trade mark ‘lodex 
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Available through the Medical Profession only 








BERE%X 


TABLETS 


 moremted te te oot 

FOR DispensinG Ont” 
Othe onaemaceuTice* 
~ (Orme bees eee oo 


BER! 


G. TRADE MABE 


SUCCINATE - SALICYLATE 


THERAPY 


IN THE RHEUMATIC DISORDERS 


Licensed under DOLCIN Patent 
Patented in Great Britain, 642971 


Succinate Therapy is predicated on its role as a physio- 

logical respiratory catalyst correcting the impairment 

in tissue oxidation. Furthermore, succinate obviates 

the toxic effect of salicylate thereby enabling massive 
and prolonged dosage when indicated. 


Calcium-Succinate 
Acetylsalicylic acid 
Available in bottles of 100 and 600 tablets to the medical profession only 


Each tablet contains :— 


Professional sample and literature on request to 


BEREX PHARMACEUTICAL CO. 
Medical Department, 109 Jermyn Street. London, $.W.1 
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ow C Antacid Shevapry 


| TT 
ae 
In the management of gastro-intestinal 
disorders associated with hyperchlor- 
hydria, *‘ Milk of Magnesia’ Tablets have proved 


of outstanding value. 

Exerting an immediate and prolonged neutralis- 
ing action, ‘ Milk of Magnesia’ Tablets offer a 
valuable prescription to the physician for the 
treatment of simple digestive upsets, including 
gastritis and duodenitis, and equally so, for those 
cases where frank ulceration has occurred. 
Pleasantly mint flavoured and _ conveniently 
portable, they are always ready to hand when- 
ever the need of alkalisation arises. 


‘Milk of Magnesia’ 


Available in bottles of 30, 75 and 150 tablets. 


y am HK Yl nC hemial ¢ bo-Ld 


l, WARPLE WAY, LONDON, W.3. 


TU PATUUTONU UAT UNUORUU DNA EUH UAT ETLA NN 


iit UUVTTTIVUUUHHTLITUUUUATAALULUGEAALUUCUGILLLILULETEELAECUUULLPLLLU CULL CCL LAL 
** Milk of Magnesia’ is the trade mark of Phillips’ preparation of magnesia. 
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HEN as with penicillin, the efficacy of a drug 
is universally accepted, its presentation and 
ease of administration then assume importance. 
The *Distaquaine’ range of preparations of the 
procaine salt of penicillin, specially designed to 
make penicillin therapy more convenient to prac- 
titioner and patient, is an important addition to 
materia medica. 


‘DISTAQUAINE’ G 


the original British procaine salt of penicillin for 
use aS an aqueous suspension 


‘DISTAQUAINE?’ ForTiFizEb 


procaine salt plus potassium salt of penicillin for 
use as an aqueous suspension 


*‘DISTAQUAINE”’ SUSPENSION 


brand 


procaine salt of penicillin in ready-prepared aqueous suspension 


Distributed by 
ALLEN & HANBURYS LTD. BRITISH DRUG HOUSES LTD 
BURROUGHS WELLCOME & CO. EVANS MEDICAL SUPPLIES LTD 
IMPERIAL CHEMICAL (PHARMACEUTICALS) LTD 
PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD 


Distaquaine,’ trade mark, the property of the manufacturers 
a!HE DISTILLERS COMPANY, 


LIVERPOOL 
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An increasing number of doctors and nurses believe 
that Infant Milk Food should be made similar to 
Breast Milk in proximal analysis. 

For 20 years, Cow & Gate have made Humanised 
Milk Food to cater for this demand, which is steadily 
becoming more insistent. 

It is the only Humanised Milk Food to be made by 
the Improved Roller process, which gives an easily 
digested milk curd, a lower bacterial count and a 
greater stability on storing. 


a 
Qi HUMANISED 
& — 


COW & GATE MILK FOODS 


Cow & Gate Ltd., Guildford, Surrey 
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Sunburm.... 





and other painful, itching or inflammatory conditions of 


the skin and the mucosae are quickly relieved by the 


application of 


PANTHESINE BALM 


Panthesine Balm is indicated in: Burns 

Chilblains—Insect stings—Chapped nipples- 
Aphthous stomatitis Gingivitis Pruritus 
ani and vulvae — Haemorrhoids — Varicose 
ulcers — Arthritis Muscular rheumatism 
Lumbago—Sciatica—Intercostal neuralgia— 


Neuritis 


Panthesine Balm is an ointment containing 5 per cent. N-diethyl- 
leucinol ester of p-aminobenzoic acid incorporated in an emol- 
lient base. It is a local anaesthetic of low toxicity having a mild 
pleasant odour and it does not stain the tissues or the clothes of 
the patient. 


Supplied in tubes of 10 g. and 20 g. 


Literature available on request 


SANDO 


SANDOZ PRODUCTS LIMITED 


134, Wigmore Street, London, W.l 
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_.4 risk of side-effects 


e 


‘Ovendosyn’ presents stilboestrol side-effects sometimes encountered 
in association with calcium phos- during the administration of stil- 
phate — a combination shown by  boestrol, so that not only is the 
clinical experience to be a highly patient’s comfort increased, but 
satisfactory method of supply- also adequate dosage may be main- 
ing the oestrogen. ‘Ovendosyn’ tained without interruption. 


therapy is unusually free from the 


OVENDOSYN’ we cemence rose 


Issued in two strengths : * Ovendosyn’ Tablets each containing 0-5 mg. 
stilboestrol and 290 mg. calcium phosphate. 


* Ovendosyn’ Forte Tablets each containing §-0 


mg. stilboestrol and 325 mg. calcium phosphate. 


In containers of 50 and 950 tablets 


MENLEY & JAMES, LIMITED, 123 COLDHARBOUR LANE, LONDON, S.E.5 


PTI ner | the trade mark * Ovendosy 



































The outlook need not be clouded. . . 


by the shadowy fear of the menopause and its 
associated vasomotor and psychic disturbances. 
Euvalerol M, the ideal sedative in menopausal condi- 
tions, ensures that the difficult years may be contem- 
plated with equanimity and passed through with ease. 
Symptoms of apprehension, flushing, irritability 
and depression that darken the outlook of the 
woman at the menopause are alleviated, and the 
emotional balance restored, by the administration of 
Euvalerol M 
Euvalerol M contains an odourless preparation of 
valerian with } grain (16 mg.) phenobarbitone and 
O'1 mg. stilboestrol in each fluid drachm. 


EUVALEROL M 


In bottles of 4 and & fluid ounces. 


Literature on application 


ALLEN & HANBURYS LTD-. LONDON: €E-2 


reLernomt BISWOPSCATE 32 241WES!). TELECRAMS CREENBURYS BETH LONDON 
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is Your ie 
Hypodermic Syringe 
6 Sterile? 


Complete safety has at last been 
achieved without boiling, or the use 
of spirit, by the new sterilizing Agent 


KATIODIN S.S. 2% 


READY FOR IMMEDIATE USE! 


Bactericidal Tests 
Streptococcus pyogenes killed in 30 secs 
Pseudomonas pyocyanea % 
Cl tetani 2 mins 
Cl sporogenes 30 secs 
Staph. aureus 
Salm. typhi 
Sp. Pallida immediately 
Katiodin S.S. is being increasingly prescribed for use by diabetic 
patients under the National Health Service. 
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The successful results described in the medical press and 
reprinted in the handbook ‘Elastoplast Technique’ were 
achieved with Elastoplast Bandages and Plasters. The 
combination of the particular adhesive spread used in making 
Elastoplast, with the remarkable stretch and regain properties 
of the Elastoplast cloth, provides the precise degree of 
COMPRESSION and GRIP shown by clinical use to be essential 


to the successful practice of the technique. These properties, 


peculiar to Elastoplast, have produced a bandage used for 


many years with outstanding success by the Medical Profession 


throughout the world. 
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but local application of 
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relieves the pain and swelling * 
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nightly 
descent 


into 


the abyss 


* Enuresis ’ is one of the commonest disorders of childhood. It is 
accepted that one of its important causes — in adults as well as in 
children—is a greater depth of sleep than normal, with the result 
that afferent impulses from the bladder fail to waken the patient. 

The rational therapy in such cases is to render sleep less 
profound, and so prevent ‘ the nightly descent into the abyss’. 
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. ° HE availability of beds in surgical 
Dietetic wards remains a serious problem. When 
Regimen circumstances interpose lengthy delays be- 
tween diagnosis and admission to hospital, 
waiting-time may be turned to advantage by 
thoroughly preparing your patients’ general 

strength and resistance. 
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HILE modern chemical research has 

evolved many and diverse analgesics, 
the popularity of acetylsalicylic acid and 
its reputation for effectiveness remain. 
Nevertheless, some physicians have hesi- 
tated to employ it owing to its tendency 
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In * Alasil *, however, the desirable thera- 
peutic effects of acetylsalicylic acid are 
maintained without the tendency to irrita- 
tion by combining the acid with * Alocol ° 
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of administering acetylsalicylic acid in 
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safety to patients of all ages 
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It is appropriate that we should devote a symposium to malignant disease 
in the centenary year of the Royal Cancer Hospital. Not unnaturally, the 
experimental pathologist looks at the cancer problem from 
The an entirely different angle to that of the practitioner and 
Symposium his patient, the victim of the disease. To the former the 
last quarter of a century has witnessed striking advances 
in our knowledge of cancer, and it is important for the practitioner to 
realize this, even though the practical applications of these advances are not 
yet particularly striking. Because of this natural insistence of the prac- 
titioner upon being kept informed of the progress of the therapeutic attack 
on malignancy, we have devoted the greater part of the symposium to 
treatment. In the case of surgery we have concentrated upon the latest 
development: what have been termed the ‘ultra-radical’ operations which are 
now being performed in an attempt to bring relief to those patients hitherto 
considered as inoperable. We are fortunate in having been able to persuade 
Dr. Alexander Brunschwig of New York to write this article for us, as 
much of the credit for introducing and perfecting these heroic operations 
is due to his initiative and skill. Chemotherapy is the latest addition to our 
armamentarium in the attack on cancer, and Professor Alexander Haddow’s 
article is a striking example of the dramatic advances which have been made 
during the last ten years, even though it also makes it abundantly clear how 
much more there is yet to be done in this field. Radiotherapy constitutes one 
of the major means of attack, and its present status is ably reviewed by the 
Medical Director of the Liverpool Radium Institute. The introductory 
article, by Professor R. W. Scarff, provides an authoritative review of the 
present status of the cancer problem, whilst Professor J. M. Smellie, in his 
article on malignant disease in childhood, draws attention to the increasing 
importance of malignancy as a disease of childhood. 


IN this issue we publish in ‘Current Therapeutics’ the first of a short series 
of articles on the newer antibiotics. Professor Perrin H. Long has established 
himself as one of the leading authorities in the United 

‘Current States of America on the clinical application of the anti- 
Therapeutics’ biotics, and we have been fortunate in obtaining his 
services for the article in this issue on aureomycin. A 

fellow American, Professor Chester S. Keefer, who has also played a 
prominent part in the clinical assessment of the antibiotics, will contribute 
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the article on terramycin, whilst Dr. Raymond Lewthwaite, who played 
a distinguished part in the dramatic discovery of the efficacy of chloro- 
mycetin in scrub typhus when he was Director of the Institute for Medical 
Research at Kuala Lumpur, will review the present status of this antibiotic. 
The time has not yet come when it is possible to give a reasoned assessment 
of the other two antibiotics which are receiving so much attention at the 
moment—neomycin and viomycin. The former has entered the stage of 
clinical trial, but the occurrence of serious side-effects which are not com- 
pensated for by any outstanding attributes compared with other tested 
antibiotics, indicates the need for caution before issuing it on a larger scale. 
Viomycin, although promising at the laboratory stage, has not yet reached 
the stage of full clinical trial. 

The importance of the antibiotics is equalled by the discovery of the 
effect of cortisone in the rheumatic diathesis. Unlike the antibiotics, the full 
significance and implications of this discovery are not yet revealed, but what- 
ever the final status of this hormone, there is no doubt of the outstanding 
importance of the discovery of Hench and his colleagues at the Mayo Clinic. 
Our October number this year will be the roooth issue of The Practitioner, 
and we have therefore considered it appropriate that “Current Therapeutics’ 
in this issue should be devoted to a review of cortisone by one of the leading 
American authorities on the subject. 


‘Tuat fondness for dosing and being dosed which English travellers to the 
United States noted a century ago persists as one of the country’s most 
profitable foibles. The drug business in 1950 is estimated 

The to have sold $1.5 billion worth of pills, injectable substances 
American and nasty tasting fluids’. So opens a characteristically 
Drug Bill stimulating and balanced article on ‘drugs and dollars’ in 
The Economist (May 19, 1951), from which much more 

information of contemporary interest may be gleaned. This estimated 
expenditure, which is four times that in 1937, is divided equally between 
‘ethicals’ (i.e. drugs advertised to the medical profession only) and ‘pro- 
prietary’ medicines (defined by The Economist as ‘a polite term for the 
great range of headache pills, cough medicines and other nostrums sold by 
direct appeal to the sufferers themselves’). The pharmaceutical industry, 
which is said to have spent $20 million in the last six years on studying anti- 
biotics alone, is ‘headed by a handful of well-known firms, running their 
own extensive laboratories, making grants to university research, cooperat- 
ing with and helping to support private foundations, walking the narrow 
line which will both make for scientific progress in general and at the same 
time improve their own competitive position in the industry’. Retail phar- 
macists, in the main, ‘have become salesmen of goods prepared and packaged 
under conditions of sterility they could never hope to attain. What mixing 
the chemist does is at the lunch counter, in the form of bacon sandwiches 
and MacArthur-Truman (formerly banana) splits’. The increasing tempo 
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of the pharmaceutical industry is illustrated by terramycin which ‘holds 
a record in speed of production. 'Two-and-a-half years of work, 55 scientists, 
$4,000,000 and 100,000 soil samples went into its discovery. Nine months 
later, production problems had been solved, complete tests made, the Food 
and Drug Administration satisfied, and terramycin was on the market’. 
A brief review of some of the attempts to commercialize modern research 
by adapting it to ‘over-the-counter’ lines concludes with a sentence which 
might well be emblazoned on the walls of every ‘surgery’ in the country: 
‘These products on the lunatic fringe testify to the persistence of human 
optimism untainted by scientific caution. They make money, too’. 


In the first volume of his ‘History of Medicine’, which is reviewed elsewhere 
in this issue, Dr. H. E. Sigerist has some comments to make on ‘the con- 
tribution of the individual to the making of medical 

Hero Worship history’, which we would commend to those devotees who 
in Medicine listen so enthusiastically to Harveian and Hunterian 
orations or who belong to Societies founded in memory of 

great medical men. ‘Nobody will deny the great significance of the part played 
by the individual in the making of medical history, but we should also 
remember that the individual is to a large extent the product of his environ- 
ment. . . . We must also keep in mind that discoveries are usually not made 
by one man alone, but that many brains and many hands are needed before 
a discovery is made for which one man receives the credit. . . . They [Vesalius 
and Harvey] made great and lasting contributions that nobody else had 
made. Their personalities and work, however, should be studied and 
appraised in their own setting. . . . The point at which a man lived in space 
and time, the environment, and the historical moment are of extraordinary 
importance. A man of the gifts and training of William H. Welch, living as 
he did from 1850 to 1934, would in all probability have been one good 
pathologist among many others if he had lived in Germany or some other 
Western European country. In the United States, at this particular historical 
moment, he became infinitely more, one of the great organizers of scientific 
medicine in the country’. Hero worship is undoubtedly one of the more 
admirable traits of man, but in obeying the ecclesiastical injunction ‘let us 
now praise famous men’, let us also remember that other old adage about 
moderation in all things. It is no kindness to the great men of the past to 
invest them with attributes which they would have been the first to disclaim. 


Tue manufacturing chemist has often been criticized for christening his 
pharmaceutical products with names that were either misleading or in- 
accurate. The multiplicity of such names is now such 

Potted that no one individual can keep pace with them, and the 
Pharmacopeeial wise practitioner picks on one reliable ‘brand’ and 
Names adheres to it irrespective of the wiles of the salesmen of 

the alternative ‘brands’. To attempt to cope with this 

embarrassing situation the British Pharmacopeia Commission decided to 
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provide an ‘approved’ name for any new product submitted to it and which 
it considered to justify the essential claims of the manufacturer. This move 
was generally welcomed by both the ‘trade’ and the profession, as it seemed 
to offer some guarantee of a reduction in the multiplicity of ‘trade names’ 
and an increased chance of the name of a drug being related, in some way 
at least, to its chemical structure. Judging from some of these ‘approved’ 
names the B.P. Commission must be developing a certain degree of sym- 
pathy with the more reputable pharmaceutical houses in their intellectual 
gyrations of finding a name which, at one and the same time, is descriptive, 
accurate, euphonic, easily remembered and reasonably brief. Practice, 
however, makes perfect (sometimes) and there is no reason to believe that 
in time the B.P. Commission will not be able to develop the technique of 
producing an appropriate name without too much troubling of the mind or 
spirit. As these names will inevitably have to be correlated with chemical 
structure, it is increasingly important that practitioners should be conversant 
with modern chemical nomenclature. 'To acquire this working knowledge 
easily and without the need for detailed knowledge of chemistry, he can 
safely be recommended to study a recently published booklet: ‘A guide to 
the nomenclature used in organic chemistry’, by E. H. ‘Tinley, B.Sc., Ph.C. 
(The Alchemist, 79 St. Martin’s Lane, London, W.C.1. Price 1s.; postage 
2d.). With this booklet by his side, he will be in a much stronger position to 
understand the names which, to an increasing extent, he will be using on his 


prescription forms. 


ACCORDING to two Boston workers in an article referred to in ‘Practical 
Notes’ (p. 92) this month, ‘it seems that present dangers of disease trans- 
mission by house cats are not well recognized’. Certainly 
‘A Harmless the list provided of diseases transmitted by cats is for- 
Necessary midable. It includes tularemia, rabies, rat-bite fever, virus 
Cat’? pneumonia, diphtheria, tuberculosis, brucellosis, plague, 
ringworm and favus. Without becoming alarmist, there are 
two aspects of this problem which require attention. In the first place, 
owners of cats should be warned of the possibility of infections from diseased 
cats, particularly when there are young children in the house. A cat may 
sneeze as well as look at a king, but a sneezing cat should be kept away from 
children. The second wise precaution to be taken is on the part of prac- 
titioners. They should take the advice of Professor Boddy in the article on 
‘diseases of domesticated animals constituting a hazard to mankind’ which 
we published last year (The Practitioner, July 1950, 165, 67) and keep in 
touch with veterinary surgeons in their areas. Such cooperation ‘will often 
prove of assistance in coping with problems arising from the infection of 
human beings with diseases of animal origin’. Lovable though many cats 
may be, diseased or stray cats should be dealt with in the words of the 
inscription carried on their banner by the Clan Chattan in “The Fair Maid 
of Perth’: “Touch not the cat but a glove’. 





THE PRESENT STATUS OF THE 
CANCER PROBLEM 


By R. W. SCARFF, M.B., B.S., F.R.S.E. 
Professor of Pathology, University of London; Director, The Bland-Sutton 
Institute of Pathology, Middlesex Hospital; Honorary Secretary, Scientific 
Advisory Committee, British Empire Cancer Campaign. 


WHENEVER research is being conducted into a major problem it is necessary 
at intervals to pause and review the position; this is especially true of cancer 
research, which is being carried out along so many lines and to which there 
are so many possible approaches. It is not practicable within the scope of 
the present article to give an exhaustive account of the position, but only to 
give an indication of some of the experimental methods now in use with 
their results, and a brief survey of what is being attempted in the clinico- 
pathological field, details of which will be found in the subsequent com- 
munications on this subject. It is becoming increasingly obvious that cancer 
does not present one problem but many, and that several entities are 
classified under the one term; it is true that cancers all have in common the 
power to invade the tissues and that most of them also have the power to give 
rise to secondary deposits, but there are great differences, both in etiology 
and behaviour, in the various types. 

‘Lhe lines of approach to these problems may be broadly subdivided into 
two main groups: 

(1) Fundamental investigations into the nature of cancer: work in this 
branch is la~gely concerned with experimental research in animals and with 
cytological studies on human cases. 

(2) Clinico-pathological investigations : these include research into methods 
of treatment, into the behaviour of cancer in man and into the etiology of 
malignant diseases. 

At one time workers in the various fields of cancer research were segre- 
gated in strictly isolated compartments but now, fortunately, there is ever- 
increasing cooperation and interchange of ideas; indeed, without such 
cooperation much that has been achieved, and also much research that is 
now in progress, would have been impossible. The present investigation 
into the part played by smoking in the incidence of cancer of the lung might 
be mentioned as an example of this cooperation and could only be accom- 
plished by the collaboration of the laboratory worker, the specialist, the 
general practitioner and the statistician. ‘he experimental laboratory worker 
can give an indication in noting the carcinogenic properties of tobacco 
smoke; the specialist, assisted by the radiologist and the histologist, can 
establish the diagnosis; but the main recognition of the cases, and very often 
facts associated with the incidence of the disease, are noted by the general 
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practitioner. The evidence thus obtained on the association of smoking and 
bronchial carcinoma then needs assessment by the statistician. 


FUNDAMENTAL INVESTIGATIONS INTO THE NATURE OF 
CANCER 
The main lines of work at present in progress can be summarized as fol- 
lows :— 

Transplantable tumours.—The discovery that tumours could be trans- 
planted from animal to animal by tissue fragments opened up a profitable 
field of experimental work. It has resulted in much useful information on 
the factors necessary for the maintenance of growth, tumour-stroma relation- 
ship, and the methods of the formation of secondary deposits. On the 
question of immunity to cancer, however, much of the evidence collected 
was found to be misleading because of the resistance that the host developed 
to the cells implanted from another animal; it was not an anti-cancer 
immunity, as was at first thought, but merely an immunity to the implanta- 
tion of foreign cells, whether malignant or normal. 

As so much is known about the behaviour of these tumours under normal 
conditions they are very valuable as test objects for therapeutic and dietetic 
trials. 

Induced tumours.—Many agents are capable of inducing malignant 
tumours in animals. These include a large number of chemical carcinogens, 
and physical agents such as repeated trauma, exposure to heat and various 
forms of irradiation, including sunlight and X-rays. The brilliant work of 
Kennaway and his co-workers (Kennaway and Hieger, 1930) was respon- 
sible for isolating a large number of the chemical carcinogens. In general, 
the evidence shows that these agents, both chemical and physical, are 
responsible for the initiation of the malignant change but play no part in 
its continuation. These discoveries have their clinical application, and have 
been the means of preventing many forms of industrial cancer. 

Haddow (1935) has shown that some carcinogens possess the power of 
inhibiting the growth of established tumours, and this was carried a stage 
further by Lacassagne (1944), who showed that the application of a weak 
carcinogen— insufficient to produce a tumour—had an inhibitory effect on 
the subsequent action of a stronger one. That the explanation for this might 
lie in the mutagenic action of some of these substances is suggested by the 
work ot Bird (1950). 

Dodds (1948) pointed out the similarity between some of the chemical 
carcinogens and naturally occurring hormones; it was in the course of this 
work that he accomplished the synthesis of stilbeestrol, the beneficial effects 
of which in carcinoma of the prostate were discovered by Huggins, Stevens 
and Hodges (1941). This marked an important step forward in the treatment 
of cancer, as it is the first recorded instance of an orally administered sub- 
stance controlling the rate of growth of a malignant tumour. 

Virus neoplasia.—There is a large school of thought that considers that 








PRESENT STATUS OF CANCER PROBLEM 7 


the whole process of malignancy can be regarded as one of continuing virus 
infection of the affected cell, although there is the opposite school which 
maintains that the part played by the virus is no different from that played 
by the chemical carcinogen or the physical agent. The virus theory started 
with the discovery by Rous (1911) of the propagation of sarcomas in birds 
by means of cell-free filtrates; two criticisms were levelled at this work, as 
some suggested that the resultant masses were granulomatous and not 
neoplastic, whilst others stressed the fact that it had only been accom- 
plished in birds and had no mammalian counterpart. Shope (1933), however, 
found the papilloma, which now bears his name, in the American cottontail 
rabbit, and it was discovered that this was due to a filter-passing virus which 
also had the power to induce similar tumours in domestic rabbits, and these, 
almost inevitably, after a lapse of one or two years, became frank squamous- 
cell carcinomas with metastases. Unfortunately for the theory of continuing 
virus activity as a cause of malignancy, virus can be recovered with ease from 
the simple growth, but only with difficulty from the carcinoma, although 
immunity reactions would suggest its continued presence. McIntosh (1933) 
produced tumours in fowls by means of tar injection, and these tumours 
subsequently proved to be capable of transmission by cell-free filtrates. 
This appeared to bring together the results obtained with chemical car- 
cinogens and viruses, but so far this work requires confirmation and further 
experiments on the mechanism of tumour induction. Gye (1949) hoped that 
he had brought the virus point of view more into line with mammalian 
cancer when he succeeded in inducing tumours in mammals after freeze- 
drying the transplanted tumour tissue at —79° C. He postulated that such 
transmission could only be by means of an infecting agent, but unfortunately 
it has since been shown that living cells can survive such harsh treatment. 

Spontaneous tumours.—Spontaneous tumours occur throughout the 
animal kingdom, and it is estimated with about the same frequency as in 
man in those animals that are allowed to complete their normal span of life. 
Such tumours have provided material for investigation, especially with re- 
gard to the factors that may influence the development of a tumour and 
also for the testing of therapeutic agents. 

Milk factor—By means of intensive inbreeding, Maud Slye (1913) 
showed that strains of mice could be separated which could show either a 
very high or a very low incidence of mammary cancer, and the subsequent 
work of Bittner (1936) showed that this incidence could be varied consider- 
ably if the offspring of the one were cross-fostered immediately on birth by 
mothers of the other; thus the occurrence of cancer in the litters of parents 
of a strain showing a high incidence of carcinoma can be lowered con- 
siderably by cross-fostering on to mothers of a low cancer strain, and vice 
versa. This led to the discovery of the milk factor transmitted by the mother 
to the offspring. Further work has shown that this agent has many of the 
properties of a filter-passing virus and is often regarded as such. Studies 
with the electron microscope favour this view by showing the presence of a 
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particulate agent (Passey et al., 1951; Gross, Gessler and McCarty, 1950). 
The change-over was not complete, that is, by cross-fostering the incidence 
in the high cancer strain was not reduced to that of the low cancer strain, 
and conversely. It is now established that there are at least three factors 
operative in the production of mammary carcinoma in these mice: a milk 
factor transferred during nursing, hormonal stimulation of the mammary 
gland, and an inherited susceptibility transmitted by the males and females 
of a high cancer strain. 
CLINICO-PATHOLOGICAL INVESTIGATIONS 

Assessment of treatment.—Clinical research must have as one of its mair: 
objects the assessment of the value of the various methods of treatment for 
the several forms of cancer. It has been suggested that large experiments 
should be designed in which groups of cases are subjected each to one 
method of treatment. Sound as this idea may seem from the statistical 
standpoint it is not a practicable proposition, as it is the right of every person 
suffering from the disease to have the best treatment, and each case should 
be treated as seems best for the type of disease and stage it has reached. Such 
a course should not materially interfere with increase in knowledge, as a 
sufficient number of cases should be available for analysis under each of the 
headings of disease, stage, and method of treatment. In such an assessment 
it is of utmost importance that careful attention should be paid to the patho- 
logical findings, as grouping cases together may lead to false comparisons. 
This has been weil demonstrated in carcinoma of the breast (Bloom, 1950a), 
the study of which has revealed that the behaviour of a growth is determined 
by its fundamental biological activity. It is useless to compare the effect of a 
form of treatment on a group of cases which contains a large number of well- 
differentiated carcinomas with the effect of another form of treatment on a 
group of cases containing a large number of ill-differentiated, rapidly grow- 
ing tumours (Grade III); indeed, in the past, errors have crept in as a result 
of such procedures. 

Early diagnosis.—Confusion has arisen in the use of the word ‘early’, as 
it is used both for early in time and early in spread. These may be the same 
in an individual case, but when assessing series of cases it is important to 
bear in mind that each may be made up of carcinomas which vary con- 
siderably in behaviour; thus, early in its career, a highly malignant growth 
may be quite late as regards its spread. 

This truth is ignored by many who preach that thousands of lives could 
be saved by greater attention to early diagnosis, and who pay no attention to 
the fact that many growths from their nature are not recognizable until too 
late, that is, until spread beyond the limits of practicable treatment has 
already occurred. One need only quote in this connexion the most common 
form of carcinoma, i.e. carcinoma of the stomach; it is also true for many 
cases of osteogenic sarcoma, and it is well known that the first sign of a 
hypernephroma may be a secondary deposit in bone; the same problem is 
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present to a varying extent in all types of new growth. Even in carcinoma of 
the breast there is the occasional case which shows a small, almost micro- 
scopic, primary growth, and yet from which there are extensive secondary 


deposits. 

It is easy to say that an individual case could have been cured if recog- 
nized early, but it is not so easy to say that it could have been recognized 
early. 

Of course, such considerations should not deter us from continuing to 
establish the early signs and symptoms of malignant new growths, as an 
improvement in results should certainly follow such study. These facts 
should, however, be borne in mind when launching elaborate campaigns 
for education of doctor and public, as there is no clear indication of the 
amount of good that could be accomplished by such means, and exaggerated 
claims of their benefit might be very misleading and, in the long run, 
harmful. 

Determining the method of treatment.—Ideally, in determining a line of 
treatment, precise information is necessary on many points: rate of growth 
of the tumour, liability to metastasize, radiosensitivity and, possibly, sen- 
sitivity to chemotherapeutic substances. Unfortunately, on all these points 
there are still considerable gaps in our knowledge, and much work will have 
to be done before this ideal is reached. In many instances radiosensitivity can 
be assessed, but as yet this cannot be accomplished successfully for all 
tumours. Chemotherapy has occasionally shown striking results; various 
substances have been used, including endocrine preparations, selective 
poisons and radioactive isotopes, but the successes are few and far between 
and at present do no more than show the possibilities in this direction and the 
need for further study, especially with regard to the features of a growth 
which may indicate sensitivity to one or other of these substances. 

Resistance to cancer.—Although there are many indications that the body 
does possess a resistance to the growth and to the implantation of secondary 
deposits, this is a field of work that has been neglected. We speak of a selec- 
tive affinity in growth, e.g., the liability of carcinoma of the lung to spread 
to the adrenals. In such blood spread there is equal access to many other 
organs but the growth of the deposit is resisted in other situations. 
It has been demonstrated that the spleen may receive malignant cells in 
fair numbers and destroy them before they can multiply to give rise to a 
visible secondary deposit; it is better to regard the curious distribution of 
secondary deposits as determined by relative resistance rather than relative 
susceptibility. Other evidence bearing on resistance is provided by the long 
delayed recurrence; carcinoma of the breast may be treated with apparently 
successful results lasting for many years—up to about twenty—and may be 
followed by a small recurrence in the scar. It seems unlikely that this can be 
a second tumour arising in breast tissue and one must accept the fact that 
cells have remained in situ but have been kept in check. Support is given to 
the view that there is a breakdown of resistance by the fact that patients with 
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such late recurrences fare badly and usually succumb, with widespread 
secondary deposits, within a year (Truscott, 1947). 

It has been said that cases operated on within six weeks of the appearance 
of a growth of the breast fare little or no better than those operated on at six 
months (Bloom, 1950b). This may be a question of resistance, but it is more 
likely that it is merely an expression of differing behaviour on the part of 
different types of tumour, that is, that the patients with more rapidly 
growing carcinomas tend to come for treatment more quickly. 

Whilst it is admitted that the evidence for systemic resistance to car- 
cinoma is not strong, there does appear to be an indication for further 
investigation into this possibility. 

Etiology.—Clinico-pathological observations can contribute to the prob- 
lem of etiology. Apart from the recognition of carcinogenic substances there 
are many questions of geographical distribution that might aid in this. As an 
example can be quoted the high incidence of carcinoma of the liver in 
Bantus which has been proved to follow on cirrhosis resulting from a 
dietetic deficiency. There are other less clear-cut examples of variations in 
distribution which are at present under investigation. 


CONCLUSION 


It is hoped that this brief review gives some idea of the complexity of the 
problems and of some of the past and present work in the various fields. 
All branches of biological investigation have contributed to our knowledge 
of cancer, and although much has been achieved, much still remains to be 


done, and both practitioners and laboratory workers have their part to play 
in the gleaning of facts which will aid in solving these problems. 
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UNTIL comparatively recently malignant disease in infancy and childhood 
was considered to be a rarity which excited pathological curiosity but was 
not of real clinical significance. The application of increasing knowledge of 
the preventable causes of mortality in this age period and the introduction 
of chemotherapeutic and antibiotic agents have achieved a remarkable and 
gratifying reduction in the over-all death rate. In consequence, the incidence 
and importance of neoplastic diseases have become increasingly apparent. 
These diseases, particularly in childhood, carry a grave prognosis and a 
high mortality, but modern discoveries are opening up new therapeutic 
approaches. Hence, the necessity to appreciate their incidence, and to estab- 
lish early diagnosis in order to introduce treatment with the minimum of 
delay, is vital. 


INCIDENCE AND AGE DISTRIBUTION 

Even today, however, it is difficult to obtain anything like a comprehensive 
or accurate estimate of the frequency of malignancy in the early years of life. 
Such figures as are available necessarily represent only hospital admissions 
and these are drawn from widely different types of hospitals. In comparison 
with the incidence of neoplastic disease in adult life the frequency 
in childhood is very low; nevertheless, the problem is one of increasing 
importance in the interests of child health and welfare. 

Videback’s (1950) analysis of deaths in Denmark in the years 1935-44 shows that 
under the age of twenty years, less than 5 per cent. of total deaths are due to malig- 
nant tumours, in contradistinction to 20 to 30 per cent. in the age-group 50 to 60 
years. Another interesting fact his figures reveal is that the lowest incidence is about 
the seventh year of life, and it is not until after the age of twenty years that a marked 
increase is apparent. Comparable British figures for cancer and other malignant 
tumours, as given in the Registrar-General’s reports, are as follows :-— 


NUMBER OF DEATHS IN ENGLAND AND WALES 





Age-Group in Years 





Under1 | 1-4 5-9 | 10-14 | Total 





1939 | 28 94 s8 | 47 227 
1947 | 40 } 165 =. 1, 347 











Arey (1949) states that in the age-group 1 to 14 years, cancer, including Hodg<in’s 
disease and leukemia, is now the second ranking cause of death from disease, and in 
the age-group 5 to 9 years it accounts for more deaths than any other disease. 
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Whether the increased number now being recorded does represent a 
true increase, or whether it is due to more accurate diagnosis, cannot be 
decided, but the latter is generally considered the major factor, although 
Gaisford (1949) holds the view that the number of cases of leukaemia has 
increased. In this connexion the cases of malignant disease admitted to 
Birmingham Children’s Hospital in four separate years—namely, 1937, 
1947, 1949 and 1950—have been analysed. These figures show that there 
was no material difference in the percentage of such cases admitted in the 
years 1937 and 1947—namely, 0.52 per cent. and 0.48 per cent. respectively, 
but in 1949 this had increased to 0.59 per cent., and in 1950 rose still higher 
to 1.1 per cent. There has been no alteration in the character of the work of 
this hospital or the area it serves during these years, and it is therefore 
difficult to avoid the impression that these figures do indeed represent some 
true increase in incidence. The number admitted during the above men- 
tioned four years totalled 140, and the ages of the children were distributed 
as tollows:— 





— ——__ —_- —-—__—___ -_j 


Underr year! 1-4 yrs. | 5-9 yrs. 10-14 yrs. 





140 cases | 16 55 58 II 











ANATOMICAL SITES AND CHARACTER 


The relative frequency of the different types and sites of neoplastic disease 
in childhood, as ascertained by various authors on this subject, does not 
always show the same pattern. 


Blacklock (1934) found that in 100 cases, sarcomas were the most common, ac- 
counting for 33 per cent., and then, in order of frequency, the nephroblastomas (21 
per cent.), gliomas (20 per cent.) and malignant teratomas (6 per cent.). Gaisford 
(1949) states that the most common sites are: (1) blood; (2) brain; (3) eye; and (4) 
kidney; and he gives a table showing figures of various observers and from four 
hospitals in this country. The order of frequency of Williams’ (1946) 181 cases was: 
(1) bone; (2) intracranial; (3) lymphosarcoma, Hodgkin’s disease and leukzmia; (4) 
sarcoma of soft tissues; and (5) suprarenal, kidney, bladder, testis and prostate. The 
following table shows the distribution and percentages of the six chief forms of 
malignant disease in the 140 Birmingham cases already referred to:— 





No. of | Per cent. 
Anatomical site pcneins of total 


Intracranial 43 30.7 
Leukemia 35 25 

Bone 12 8.6 
Hodgkin's disease 10 I 
Kidney (Wilms’ tumour) 9 + 
Neuroblastoma (suprarenal) 4 3 














These differences in relative frequency merely serve to demonstrate that 
no one hospital can provide figures that represent a true cross-section of the 
incidence of the different types. For example, Birmingham Children’s 
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Hospital, in the four years referred to, admitted only one child with a 
malignant eye tumour, the explanation being that practically all such cases 
were dealt with at the special hospital dealing only with ophthalmic patients. 


DIAGNOSIS 


In the diagnosis of malignant tumours in childhood there are a number of 
important factors, differing sharply from those encountered in adult life, 
that demand special emphasis. Many of the clinical aspects of the disease at 
this age present conflicting, vague and indefinable characters, particularly in 


treatment, a full and careful history is paramount; neglect of this will lead 
to errors and delays. We cannot afford to wait until a large tumour becomes 
visible or palpable, but every effort must be made to establish a diagnosis 
and introduce treatment before then. 


INTRACRANIAL TUMOURS 


It will be noticed that intracranial tumours constitute nearly one-third of 
the total malignant cases admitted to Birmingham Children’s Hospital. 
About three-quarters of all such tumours in childhood are situated beneath 
the tentorium cerebelli. In general, the early clinical features are those 
indicative of a raised intracranial pressure due to disturbance of the circula- 
tion of cerebrospinal fluid. Thus irritability, a change in disposition, an 
evident enlargement of the skull, and later, headache and vomiting arise. 
Commonly, the onset of symptoms is vague with periods of remission and 
exacerbation, so that the mother may not be able to say when first she 
noticed that her child was becoming unwell. Sometimes confusion may arise 
because the vomiting appears to be associated with nausea, may disappear 
for a short time and thus be thought to be due to a mild dietetic upset. 
Sooner or later disturbance of gait becomes apparent, the child walks un- 
steadily, and he tends to fall or stands with legs wide apart. Involvement of 
cranial nerves, particularly the sixth, is not uncommon, but damage to the 
pyramidal tracts is often delayed until late in the disease, and a frank hemi- 
plegia is distinctly uncommon. Papilleedema may only develop late, and the 
plantar responses are often equivocal. Only rarely is complaint made of 
disturbance of vision. Epileptiform seizures are infrequent in subtentorial 
tumours. Separation of the cranial sutures and a ‘crack-pot’ sound on per- 
cussion of the skull are other valuable physical signs. Radiological examina- 
tion will confirm the separation of the sutures, and may demonstrate 
erosion of the clinoid processes and convolutional thinning of the parietal 
bones (fig. 1). Caution must, however, be exercised in the interpretation of 
digital markings unless other confirmatory evidence of a raised intracranial 
pressure is also present. Lumbar puncture will yield a clear cerebrospinal 
fluid, usually under increased pressure, with a normal composition, but ex- 
ceptionally there may be some rise in the protein content. Cerebral abscess, 
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encephalitis, chronic meningococcal meningitis, and occasionally tubercu- 
lous meningitis, may simulate an intracranial neoplasm, but a careful history 
and a detailed clinical and neurological examination, together with a lumbar 
puncture, will aid in differentiation. 

Radiological examination of the brain after the injection of air into the 
ventricles or spinal theca is a valuable diagnostic aid, and will demonstrate 
ventricular dilatation and displacement or distortion of the cerebral hemi- 
spheres in some cases. 


WILMS’ TUMOUR 


Wilms’ tumour, a malignant embryoma of the kidney, is probably of con- 
genital origin. Cases have been recorded of the presence of an abdominal 
tumour at birth (Josephs, 1949), occasionally of such a size as seriously to 
interfere with labour. ‘The tumour in most cases appears in early life, usually 
under the age of five years. Almost invariably the first evidence of the 
disease is abdominal enlargement unassociated with any other symptom, 
gastro-intestinal or otherwise, and the nutritional level of the child may 
not be disturbed at this stage. Exceptionally a brisk hematuria may herald 
the onset of the disease, but it is perhaps remarkable that urinary symptoms 
are the exception and not the rule. Presently, abdominal pain and dis- 
comfort arise, associated later with anorexia and perhaps vomiting. Physical 
examination will reveal a large, hard, solid and usually non-tender renal 
tumour, in a child whose general physical condition is good (fig. 2). In some 
cases the mass may occupy a considerable part of the abdominal cavity. 

Intravenous pyelography may demonstrate some dilatation or distortion of 
the renal pelvis, together with obstruction and displacement of the ureter. 
Sometimes there is failure of visualization of the involved kidney pelvis 
(Silver, 1947). In a typical case, differential diagnosis does not present much 
difficulty, except perhaps from a suprarenal neuroblastoma. A congenital 
polycystic kidney or a unilateral hydronephrosis, or sometimes a retro- 
peritoneal sarcoma, may have to be excluded. In such, a pyelogram may be a 
valuable aid, and in any event, before surgery is undertaken, such an in- 
vestigation is most desirable in order to determine that the unaffected kidney 
is healthy. Some cases have been reported in which hypertension has been a 
feature, for which no satisfactory explanation has been forthcoming. On 
direct radiological examination it may not be possible to differentiate be- 
tween a Wilms’ tumour and a suprarenal neuroblastoma, as both, if large 
enough, show a dense tumour mass causing displacement of the intestines. 
Occasionally, however, extensive areas of punctate calcification may be 
present in a neuroblastoma (Teall, 1950), and serve as a valuable and con- 
firmatory differential diagnostic aid. 

Once the diagnosis has been established, abdominal examination and 
palpation of the tumour should be reduced to an absolute minimum. There 
is evidence to suggest that such manceuvres may promote activity in the 
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growth and predispose to the development of secondary spread. Wilms’ 
tumours metastasize almost only in the lungs, and a radiological examination 
of the chest should always be carried out before a decision to submit the 
patient to surgical treatment is reached (fig. 3). 

Treatment.—Nephrectomy is considered by most writers to be the treat- 
ment of choice. The results following surgery are most promising, provided 
treatment is undertaken before metastases have occurred. 

Ladd and Gross (1941), in their series of 54 patients, report 14 alive and well! 
from one-and-a-half to twenty-one-and-a-half years after removal of an embryoma 
of the kidney, and Silver (1947) records 10 survivals out of 13 nephrectomies from 
two to fifteen years postoperatively; a survival rate of 76.9 per cent. 

Harvey (1950) maintains that surgery alone is not adequate in the control 
of Wilms’ tumour, and the value of postoperative irradiation appears to have 
been established. The survival rate for patients under the age of twelve 
months is much higher than for those over this age. 


LEUKAMIA 


Leukzmia in childhood is almost invariably an acute disease, with its highest 
incidence in the third and fourth years of life (Smellie, 1951). The subacute 
and chronic types of the adult are exceptional under the age of fifteen years. 
There is no characteristic onset, and the initial symptoms may be those of 
vague and indefinite ill-health with anorexia and pallor. Delay in diagnosis 
may be occasioned by the fact that the peripheral blood does not always 


reflect the bone-marrow activity but may present an aleukemic picture. 
Occasionally the disease may mimic an acute infection with a high tem- 
perature, or, alternatively, hemorrhagic manifestations are the first evidence. 

In hyperacute cases death may occur before splenomegaly develops but, 
as a rule, enlargement of the spleen and liver, and possibly lymphatic 
glands, together with haemorrhages, purpura and ecchymoses, renders the 
diagnosis only too obvious. The peripheral leucocyte count shows con- 
siderable fluctuations, but a high percentage of the cells are immature. Con- 
fusion can arise in aleukzmic cases, and in such, marrow biopsy is necessary 
to establish the diagnosis. In spite of recent advances in treatment, leu- 
kzmia in childhood remains a fatal disease, and death usually occurs within 
a few months, but spontaneous remissions, varying in duration from a few 
weeks to a month or more, are not uncommon. 


NEUROBLASTOMA 


Neuroblastoma (sympathicoblastoma) is a malignant tumour of the sym- 
pathetic nervous system. Its usual site is the medulla of the suprarenal 
gland and it metastasizes rapidly and widely. It was at one time thought that 
when the tumour arose in the right suprarenal, metastases were more or 
less confined to the liver (Pepper type), whereas with the primary tumour in 
the left suprarenal, secondary deposits first occurred in the skull (Hutchison’s 
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type). This has proved to be an erroneous over-simplification. As with 
Wilms’ tumour, the most frequent initial symptom is painless abdominal 
enlargement. Anorexia and wasting may precede or succeed the abdominal 
swelling, and sometimes metastases in skull, orbit or liver may be the first 
clinical manifestation. Examination will reveal the presence of a large upper 
abdominal tumour situated more to one or other side; it is firm and painless 
and its surface smooth or irregular and nodular. The tumour is situated far 
back in the abdominal cavity and is usually fixed and immobile. Pathological 
constitutents in the urine are exceptional. Secondary deposits in the orbit, 
with protrusion of the eyeball and surrounding haemorrhages, are almost 
pathognomonic (fig. 4). Metastases in the liver give rise to hepatomegaly, 
and often the irregular and nodular masses are easily palpable. 

The radiological findings in the abdominal tumour have already been 
described and secondary deposits in bones will, when present, place the 
diagnosis beyond doubt. Neuroblastoma in childhood carries a grave but 
not universally fatal prognosis. A number of cures have been reported after 
surgical removal of the tumour, followed by deep X-ray therapy, provided 
metastases have not developed. The literature also contains a few examples 
of cases, with and without secondary deposits which, as a result of hemor- 
rhage and necrosis, have undergone spontaneous cure sometimes without the 
aid of any irradiation (Goldring, 1951). 


MALIGNANT BONE TUMOURS 


Malignant bone tumours are principally sarcomas and are more often 
present in the long bones. Cases are rarely seen under ten to twelve years of 
age. Trauma is considered to be an exciting factor in some, but this is well- 
nigh impossible to establish. The diagnosis depends upon radiological aid 
and calls for much skill and experience on the part of the radiologist if the 
earliest changes are not to be overlooked (Teall, 1950). 


HODGKIN’S DISEASE 
Hodgkin’s disease (lymphadenoma) is seen chiefly in later childhood, but 
cases in infancy have been recorded. The disease pattern is not dissimilar to 
that seen in adult life. The initial signs are usually painless, progressive en- 
largement of the lymphatic glands, the cervical being those first involved, 
followed by splenomegaly, bouts of pyrexia, progressive anemia, wasting, 


and ultimate death. 


CONCLUSION 
In this short article an endeavour has been made to indicate the importance 
and significance of malignant disease in childhood. The magnitude of the 
problem has been outlined and the challenge this presents is clear and 
obvious. Cures are being achieved by modern methods of treatment, and 
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Intracranial tumour showing separation of sutures and increased 
convolutional markings 


the future is full of promise. An attitude of defeatism and despair cannot be 
tolerated, but emphasis must be p!aced on recognition of the disease at the 


earliest possible stage. Untortunately it has to be admitted that not in- 


frequently one has to wait for a visible or palpable tumour to be present or 
signs of considerable increased intracranial pressure before a diagnosis can 


Right-sided Wilms’ tumour: note good nutrition 
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even be contemplated, 
and so often this may 
be too late for treat- 
ment to be successful. 
Nevertheless, an at- 
titude of clinical 
awareness of neo- 
plastic disease, a 
knowledge of its early 
manifestations, and 
an appreciation of the 
vital necessity for early 
diagnosis will permit 
cures to be effected in 


an ever increasing } 


number of cases. 
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THE principal treatment envisaging cure for malignant neoplastic disease in 
general is surgical excision. Much has appeared recently, in the professional 
and lay press, concerning newer methods of irradiation therapy, biological 
and chemotherapeutic advances, that has tended to fire the imagination, but 
beyond this, little has been accomplished in these fields that can offer 
sufferers from cancer any real hope of definitive cure. 

The evolution of the surgical treatment for various forms of cancer 
has been gradual, and perhaps for this reason has not received arresting 
attention. No one surgical discovery has been made that in short order has 
revolutionized the surgical attack upon cancer over a very short period of 
time. Modern surgery has demonstrated its dependence upon other 
specialties and upon the several branches of fundamental science. Thus, 
surgical advances have in many respects been paced by advances in other 
fields. 

As a result of intensive propaganda among both the medical profession and 
the laity, concerning the indispensability of early diagnosis of cancer to 
insure maximal opportunity for cure, there is some reason to feel that 
patients and physicians alike, by their increased ‘cancer consciousness’ have 
facilitated a higher incidence of favourable results. Although it is difficult 
at this time to evaluate such improvements in concrete terms, it is a sad fact 
that the majority of patients who develop cancer still die of this disease. It 
is also true that because of this, and with a certain degree of justification, 
there is a widespread sentiment of defeatism on the part of medical prac- 


titioners in the presence of cancer. 


rHE SCOPE OF RADICAL SURGERY 
One of the features of recent surgical development in regard to malignant 
neoplasms has been the extension of operability, in general, and whilst not 
necessarily envisaging cure, but only palliation, some good has been ac- 
complished. Experience has shown that although palliation has been the 
principal objective, unrelenting surgical aggressiveness maintained in the 
face of the classical criteria of inoperability has salvaged patients for pro- 
longed periods, even for ‘five years’. Furthermore, it has been learned that 
radical palliative surgery is often very worth while: pain is relieved or even 
abolished, and periods of relative comfort and return to economic useful- 
ness have been afforded those who otherwise might have died earlier. This 
newer type of palliative surgery, in contrast with the earlier type which was 


a surgery of by-pass to relieve obstruction, is a surgery of excision of the 
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= 


growths, even though it is apparent that the extent of the latter is such that 
eventual recurrence and death from metastases would be a foregone con- 
clusion. Such excisions are often very extensive and tax to the utmost the 
resources of the surgical team, the hospital facilities and, most of all, the 
patient. 

One fact that has emerged from such surgery is the magnitude of opera- 
tive assault that can be tolerated by patients who receive the maximum of 


1.—Photograph of surgical specimen corsisting of: (St) entire stomach; (P, BT 

entire pancreas; (Sp) spleen; (Ad) left adrenal gland; (D) entire duodenum; (O 
omentum; (M) metastatic lymph nodes along lesser curvature of the stomach 
This is an example of the massive surgical resections that are now possible as a 
result of modern supportive treatment for patients undergoing surgical operation. 
The above procedure was carried out for scirrhous carcinoma of the body of the 
pancreas with invasion of the posterior wall of the stomach and metastases to the 
lymph nodes along the lesser curvature, and metastases to the omentum. The 
patient survived the operation for more than three months and died of ‘explosive’ 
metastases throughout the body. 


supportive measures that are now possible. Examples of this ultra-radical 


surgery are afforded by cases previously reported by me, and among which 
may be cited the instance of subtotal pancreatectomy and splenectomy, and 
left total pneumonectomy in one operation for fibrosarcoma of the pancreas 
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that had metastasized to the lung (Brunschwig, 1949a). Another example is 
the instance of total pancreatectomy and total gastrectomy for carcinoma of 
the pancreas (Brunschwig ef a/., 1945; fig. 1). It is modern supportive 
treatment that has made such surgery feasible (Brunschwig, 1947c). ‘This 
supportive treatment includes a wide variety of measures to be taken before, 
during, and after operation. It includes thorough metabolic evaluation of the 
patient preoperatively with, in so far as possible, rectification of deficiencies. 
When loss of weight has been appreciable, blood volume determinations are 
made and transfusions given to expand the contracted blood volume to the 
calculated normal for the patient before weight was lost. Vitamins are ad- 
ministered in liberal quantities; electrolyte balances are brought to a normal 
state, and so forth. 

During operation the most important feature is expert anesthesia to obtain 
adequate relaxation and at the same time safeguard the vital functions. 
Blood transfusions are given as blood is lost, and not only must adequate 
quantities of blood be available, but measures for rapid administration 
(under pressure) must be at hand (Pierce, Robbins and Brunschwig, 1949). 
This necessitates adequate and well-administered blood banks. 

Postoperatively, measures are available to permit complete sustenance of 
the patient by the intravenous route for as long as necessary in order to 
spare the intestinal tract the efforts of function and afford it a much needed 
prolonged rest. The clinical chemistry laboratory is available to allow 
evaluation of the metabolic and electrolytic status of the patient at all times. 
Attention is focused upon maintenance of water, mineral and nitrogenous 
balances. Antibiotic and chemotherapeutic agents are judiciously employed 
to combat infection and infectious complications. 

In an article of this length it is not possible to review in any detail the 
actual accomplishments of the extended surgical attack upon cancer that 
has characterized the surgery of recent years, but some fields may be briefly 


considered. 


PULMONARY SURGERY 
The operation of total pneumonectomy for bronchogenic carcinoma has 
become well established and, in addition, total or partial pneumonectomy 
for metastatic neoplasm has been performed (Alexander et al., 1951). ‘The 
rationale for this is that certain types of primary growths may give rise to 
solitary pulmonary metastases and that removal of these might permit of 
extension of life. 


SURGERY OF THE C@SOPHAGUS 
Whilst technical advances to permit partial or total resections of the aso- 


phagus have become well developed, the incidence of long survivals after 


such procedures remains relatively small. It would appear, however, that 
for those surviving resection, palliation is appreciably greater than when 
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gastrostomy, with or without cesophageal dilatation, has been employed. 
Aggressive esophageal surgery is one of the relatively recent developments 
in extending surgery for cancer. 

An example may be cited of a patient operated upon by me in June 1948 for a 
fist-size tumour of the mid-csophagus. When this was exposed through a left 
thoracotomy incision and the intact longitudinal muscles of the cesophagus separated 
over it, the neoplasm al- 
most delivered itself spon- 
taneously, and it was easily 
excised without opening 
the asophageal mucosa. 

Although a frozen section 

biopsy was reported as 

‘leiomyosarcoma’, the ap- 

parent encapsulation of the 

growth and its ease of 

excision led to the impres- 

sion that it was benign, 

and nothing further was 

done than closure of the 

cesophageal muscularis. 

Two years and eight 

months later there had 

been recurrence of diffi- 

culty in. swallowing. 

Reentgenograms showed 

constriction of the lower 

end of the «csophagus. 

The patient was reoper- 

ated upon, and through a 

thoraco-abdominal _incis- 

ion the lower 5 cm. of 

csophagus and upper 

half of the stomach, to- 

gether with the central 

portion of the diaphragm, 

were excised for metas- 

tases of the leiomyosar- 

coma. No recurrences Fic. 2.—Photograph of surgical specimen (posterior view) 
were found at the site of consisting of (St) entire stomach; (Sp) spleen; (P) 
the original growth in the body and tail of the pancreas; (QO) entire omentum, 
resected en masse for carcinoma of stomach, (T) that 
had metastasized to nodes of lesser curvature and had 
encroached upon body of pancreas. The patient is 
living and well, two years after operation. 


mid-cesophagus. Recovery 
from the secondary 
cesophagogastrostomy was 
uneventful and the patient 
ingests solid food and liquids by mouth without difficulty. 

Perhaps the most difficult region for radical surgical attack upon the 


cesophagus is in its cervical portion. Wide resection, including the adjacent 


larynx and bilateral radical excision of cervical lymph nodes, is feasible with 


reconstruction of an adequately functioning esophagus by means of a skin 
flap secured from the anterior portion of the neck (Brunschwig, 1947b). 


GASTRIC SURGERY 
The long-range results of gastrectomy for cancer have not been very satisfy- 
ing, and statistics reporting five-year survivals of 25 per cent. or more, 
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whilst optimistic, are misleading, since these refer to selected patients. A 


five-year survival rate of more than 10 per cent. of all patients with gastric 

cancer who enter a large institution is generally not yet achieved. ‘The 

palliative results of gastrectomy, even in the face of hepatic metastases, are 
generally recognized, 
and the incidence of 
gastro-enterostomy or 
jejunostomy as a pal- 
liative measure is much 
less than heretofore in 
most centres. 

The extension of 
surgery for gastric can- 
cer includes radical gas- 
trectomy with excision 
en masse of the trans- 
verse mesocolon and 
transverse colon, 
and/or excision of the 
body of the pancreas 
and spleen (fig. 2). Even 
though the growth may 
not have actually in- 
volved the body of the 
pancreas and transverse 
colon, its encroachment 
upon these structures 
has led to their excision 
in order to encompass 
more widely the prim- 

Fic. 3 Surgical specimen consisting of (Py) pylorus, entire ary growth. 
duodenum, and (hd) head of pancreas (pancreatoduo- A problem in this 


denectomy); (P,) metal probe in accessory pancreatic . : ; : 
duct; (P,) metal probes protruding from (Ca) large field that is being in- 
carcinoma of papilla of Vater. These probes were in- vestigated at the 
serted through lower portion of common duct and 
main pancreatic duct. There were metastases in peri- 
duodenal nodes and nodes about head of pancreas. of whether or not total 
(Met) large metastic node situated in porta hepatis just 
below junction of cystic duct with common hepatic 
duct. This patient was operated upon in May 1943. without resection of 
‘T'wo and one half years later he developed a second 
primary in the ascending colon for which a right 
colectomy was performed. He remains well and at his should not be per- 
usual work nearly eight years after the pancreatoduo- 


moment is the question 
gastrectomy, with or 
neighbouring viscera, 


denectom) formed for all gastric 
cancers. At first glance 
this might appear needlessly radical, but in view of the rather static state of 


results from radical gastrectomy, the proposition would seem worthy of 
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trial, as is being carried out in certain centres. Only time and experience 
will yield the answer, but in competent hands the immediate mortality 
for total gastrectomy is sufficiently low to justify, in my view, further 
exploitation. 
Another feature of gastric surgery for cancer is the transthoracic approach 
to gastric lesions high 
in the stomach or for 
total gastrectomy 
when this has been 
decided upon pre- 
operatively. ‘The fear 
of opening the thorax 
or of the large thoraco- 
abdominal _ incisions 
has been thoroughly 
dispelled by success- 


ful experience. 


rHE PANCREAS 
AND AMPULLA O| 
VATER 
Modern pancreatic 
surgery for cancer 1s 
sixteen years old 
(Whipple et al., 1935; 
Brunschwig, 1937). 
Possibly more than 
two hundred instances 
of radical pancreato- 
duodenectomy for 
cancer of the head of 
the pancreas and 
ampulla of Vater have 
been recorded, and 


undoubtedly many Fic. 4.—Surgical specimen consisting of (W) whole thick- 
, . ness of anterior lower quadrant of abdominal wall 
more have been per- invaded by (C) subjacent carcinoma of caecum. A right 
formed. Instances of colectomy was performed; resecting involved ab- 
. . . dominal wall. (H) hepatic flexure; (1) lower ileum. 
survival for five or The patient is living and well four vears nine months 
more vears are re- atter operation. 
corded, and it is note- 


worthy to point out that such prolonged survival is possible after wide 


resection, even though regional lymph nodes have become involved 
(Brunschwig, 1942; fig. 3). It would appear that the prognosis is better 


for ampullar cancer than for cancer of the head of the pancreas. 
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Some interesting physiological observations concerning the pancreas have 
been made as a result of these operations: e.g. external pancreatic secretion 
is not indispensable for normal nutritional maintenance in some patients 
(Brunschwig, 1943); the diabetes in the totally depancreatized human is 


eo 


of tran 


Fic. 5.—Photograph of surgical specimen consisting of (T) large carcinoma 
colon that extended along falciform ligament to invade anterior 
and extending superiorly to become 


verse ibdomunal 
wall producing fungations in (LU) umbilicus, 
1 to greater curvature of stomach. Massive resection was performed for 
colon (C, splenx 


attache en 


masse excision of the growth along with the entire transverse 


flexure); (Co) ascending colon; (P) cecum and appendix; (1) termination of ileum 


(S) lower three-fifths of stomach and central portion of abdominal wall about um 
bilicus (LU). Continuity of the alimentary tract was re-established by ileo-descending 


colon anastomosis, and Polya-type gastro-enterostomy. The patient survived five 


years and died of peritonitis due to perforation of a stoma ulcer at left angle of 


gastro-enterostomy. Necropsy revealed no evidence of carcinoma anywhere. Age 


at death, sevent ears. 


relatively mild, requiring only 20 to 40 units of insulin a day for proper 
control; in the diabetic, total pancreatectomy is not followed by any ap- 
preciable aggravation of the diabetic state (Ricketts et a/., 1945) 


THE COLON 
With frequent exceptions, cancer of the colon metastasizes relatively late 
and sometimes involves neighbouring tissues and viscera by direct ex- 
tension before metastases occur. Although, according to older views, such 
local extensions might preclude the possibility of cure, they do not contra- 
indicate wide resection with the adjacent involved structures. An example of 
what might be accomplished is afforded by a series of eleven patients with 
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cancer of the colon that had invaded the anterior abdominal wall (Brunsch- 
wig, 1947¢; fig. 4, 5). Although some of these were very large and had also 
involved loops of small bowel, three patients (27 per cent.) have lived five 
years or more following operation. 

Another patient might be cited in this connexion in whom a massive carcinoma 


arose in the transverse colon. It did not extend to the abdominal wall, but to en- 
compass the disease adequately it was necessary to excise the lower three-fifths of the 


ae” oy 
eal 
B 


6.—Drawings depicting (A) advanced stages of carcinoma of the cervix with in- 
vasion of rectum and bladder and fistula; (B) carcinoma of corpus that has invaded 
bladder and rectum. Complete excision of pelvic viscera is performed where there 
is no gross evidence of spread beyond the pelvis. The transected sigmoid is brought 
out as an end colostomy, the ureters having been implanted proximally into the 
sigmoid. 


stomach, body and tail of pancreas and spleen, as well as the colon from just beyond 
the hepatic flexure to the junction of descending colon and sigmoid. A double- 
barrel colostomy was made, and this closed several weeks later. Although the growth 
was very large and the patient was only forty-four years of age at the time of opera- 
tion, he remains well six vears later. 


THE FEMALE GENITAL TRACT 
In Western Europe, Scandinavia, England and the Americas, irradiation 
therapy has been the principal mode of treatment for carcinoma of the 
cervix for over two decades. With a revival of radical surgery for cancer in 
general, renewed interest has developed in a radical surgical attack upon 


cancer of the cervix. The principal feature is the routine systematic excision 
of lymph nodes and areolar tissues of the lateral pelvic wall and about the 
great vessels (Brunschwig, 1948). It is as yet too early to know whether the 


results will equal or exceed the results of irradiation therapy. It has, how- 
ever, been demonstrated that the proverbially high mortality associated 
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with the so-called ‘Wertheim operation’, and variously stated as 10 to 25 
per cent. in the past, can be reduced to less than 1 per cent. by modern 
supportive treatment of the surgical patient; and this notwithstanding the 
fact that the radical 
operation alluded to 
above (radical panhys- 
terectomy with pel- 
vic node excision) Is 
appreciably more rad- 
ical than the classical 
‘Wertheim’, 
Furthermore, in 
patients with cervical 
cancer which has not 
been controlled by 
irradiation therapy, 
and in whom there 
is recurrence or per- 
sistence of disease 
with invasion of the 
urinary bladder or, 
in addition, invasion 
of the rectal colon, 


7.—Photograph of surgical specimen consisting of all partial or complete 
pelvic viscera: (R) rectal colon; (A) anus; (C) large 
carcinoma of cervix; (B) urinary bladder; (V) vaginal 
introitus; (UL) urethra. The operation was performed viscera has been car- 
for a large fungating cervical carcinoma that had been 


exenteration of pely ic 


unsuccessfully treated by irradiation. There was gross ried out (Brunsch- 


invasion of the base of the bladder and of the recto- wig, 1949b). Partial 
vaginal septum. The patient is living two years and 
nine month after operation without evidence of re- 
currences or metastases. Other patients who had consists of resection of 
similar operations are living and well over three and 


velvic exenteration 
| 


one-half years later bladder, vagina, 

uterus, and adnexa, 
with implantation of the ureters into the colon. Complete pelvic exentera- 
tion includes removal of all pelvic viscera, implantation of the ureters into the 
sigmoid, and bringing out of the latter as an end wet colostomy in the midline 


7). These procedures have not been carried out for sufficiently 


/ 


wound (fig. 6, 
long periods to secure five-year survivals, but patients are living, well, and re- 
turned to more or less full economic usefulness two to three years after 
operation, with satisfactory adjustments to their wet colostomies. 


SUMMARY 
A brief review has been presented dealing with recent trends in the surgical 


attack upon cancer. Space does not permit of a consideration of all fields of 


surgery and the surgical specialties. 
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The principal features of recent surgical development in the field of 
cancer have been the carrying out of massive resections in the face of what 
might be termed classical contraindications to radical surgical attack. Whilst 
the earlier attempts at ultra-radical surgery envisaged palliation only, ac- 
cumulating experience has shown that patients might be salvaged for three 
or five or more years free from disease. Such surgical ‘tours de force’ have 
been made possible by the application of recent advances in the fundamental 
sciences to the supportive treatment of the surgical patient. 

Many questions remain to be clarified. Among them are: 

(a) The establishment of new criteria for ‘operability’. 

(b) The sharp separation of the concepts of ‘operability’ and ‘curability’, 
since many neoplasms are operable but not easily curable. In the past there 
has been confusion of ‘operability’ and ‘curability’. 

(c) Greater cognizance of the radical surgery that offers appreciable 
‘palliability’. 

(d) Accumulation of experience to permit of better selection of patients 
for ultra-radical surgery. 

The radical surgical attack upon advanced cancer will never afford 
spectacularly good results. By the very inherent nature of the stage of the 
disease requiring heroic efforts, the successes in this field will always con- 
stitute a minority of any given series of patients subjected to the operations. 
However, if nothing is done for these patients, all of them will remain lost. 
If aggressive measures are pursued, some will benefit and a few will be 
permitted a chance of ‘cure’. The presence of advanced cancer cannot be 
justification for widespread indulgence in unorthodox procedures by almost 


any operator anywhere. Special hospital facilities, team work, and the like, 
are necessary for the exploration of this field, and for the present such work 
should remain in those centres geared to the proper exigencies required. 
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THE RADIOTHERAPY OF CANCER 


By J. S. FULTON, C.B.E., T.D., M.D., F.R.C.P.Eb., F.F.R., D.R. 
Medical Director, Radium Institute, Liverpool; Lecturer in Radiotherapy, 
Liverpool University. 


WHEN malignant disease is still confined to the tissue or the organ in which 
it originates, radical surgical removal of the growth is clearly a sound and 
effective method of treatment. If it should happen, however, that on account 
of the extent or the location of the primary growth truly radical surgery ts 
difficult or impossible, then surgery may not be the most effective form of 
treatment. 

There is always a price to pay for any radical treatment, and there are 
occasions when the cosmetic result of an unavoidable scar or the loss of 
function, for example, following glossectomy, total laryngectomy, or total 
cystectomy, may be such that alternative methods must be considered. It is 
in these circumstances that radiotherapy provides an alternative line of 
treatment in which the end-result, as measured by survival, is often as good 
as, and at times better than, that obtainable by surgical methods. ‘The chief 
merit in radiotherapy lies in the fact that it achieves a selective destruction 
of the malignant cells im situ without removing any of the normal tissues, 
and therefore, provided technique and dosage have been correct, without 


producing any permanent scar or loss of function. Moreover, it is as a rule 


possible to embrace in the cancer lethal zone a greater area or volume of 
tissue than is possible with surgery; thus minimizing the risk of marginal 
recurrence where wide excision is difficult or, for cosmetic or functional 
reasons, undesirable. 

Surgery and radiotherapy must be regarded as alternative methods of 
treatment, each on its own capable of effecting the complete removal or 
destruction of a malignant tumour. It is pointless, for example, to remove an 
epithelioma of the skin by surgery and then to treat the area as a so-called 
prophylactic measure by X-rays. If the surgery has been adequate, the 1r- 
radiation is unnecessary. If there remains one single malignant cell, the dose 
of radiation necessary to destroy it will be just as great and the treatment 
quite as wide and as radical as would have been necessary if radiotherapy had 
been employed as the method of treatment in the first instance. Moreover, 
as will be seen later, the response of the tumour to radiation in the surgically 
traumatized area is less satisfactory and, indeed, treatment along these lines 


may actually fail. 


COMBINED SURGERY AND X-RAY THERAPY 
In certain circumstances, it is necessary to employ both surgery and radio- 
therapy. Surgery of access, for example, is necessary in the treatment of 
bladder tumours by radium or radon, and as a preliminary to the insertion 
of radium needles for the treatment of intrinsic carcinoma of the larynx. 
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In a few conditions, of which carcinoma of the breast is the most important 
example, both radiation and surgery are employed directly to destroy or 
remove tumour tissue from the same area. 

There is increasing evidence in support of the view that the action of 
radiation is not entirely a direct one on the cell, and that the effect is pro- 
duced, in part at least, by chemical changes induced in the blood plasma. 
We know that radiation achieves its best results where the blood supply is 
good, and that where it is poor, as in the tongue in the syphilitic subject, the 
response to radiotherapy is invariably disappointing. An intact, Le., pre- 
viously untreated, carcinoma of the skin is easy to treat by radiotherapy, but 
an apparently similar lesion, recurrent after previous radiotherapy to an 
inadequate dosage level (which produces endarteritis), or after having been 
treated by caustics or inadequately removed by surgery, often fails to respond 
to a subsequent attempt at treatment by radiotherapy. It is for this reason 


that, in my opinion, when it is necessary to employ both X-rays and surgery, 
the X-rays should be administered before the operation when the blood 
supply to the area is intact and the maximum tumour response is obtainable. 


Surgical trauma not infrequently imposes a limit, in absolute terms, on the 
dose of radiation which the normal tissues will subsequently stand, and this 
may make it impossible to carry radiotherapeutic treatment to an effective 
dosage level in this area. 

The biological effect of a given physical dose varies greatly with the 
surface area or the volume of tissue subjected to irradiation, A dose of 
2,500 reentgens is often given at a single session to an area of skin the size 
of a penny. One-fifth of this dose, if given to the whole body, would almost 
certainly be fatal. We know, within fairly close limits, the physical dose 
which is necessary to destroy certain types of tumour cells. If the tumour is 
extensive, the volume of tissue which we should require to irradiate may be 
such as to make it dangerous to deliver this tumour-lethal dose and, in these 
circumstances, radical treatment by radiotherapy becomes impossible. ‘This 
is why, in certain circumstances, the radiotherapist is compelled to reach a 
decision not to attempt radical treatment by radiotherapy. As in surgery, 
there is no merit in a successful operation if in achieving this the patient 


succumbs. 


INDICATIONS FOR RADIOTHERAPY 


In the treatment of malignant disease there are four major anatomical sites 
in which the value of radiotherapy has been established beyond all doubt. 
‘These regions are the skin, the mouth and throat, the uterine cervix and 
the breast. These four sites alone account for 45 per cent. of all malignancy. 
In addition to these, radiotherapy plays an important part in the treatment 
of tumours of the kidney and bladder, carcinoma of the lung, tumours of 
the brain and spinal cord, carcinorr: of the esophagus, and the reticuloses, 
including lymphadenoma and the leukemias. These conditions account for 
a further 25 per cent. of all malignancy, so that radiotherapy plays a part 
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in the treatment of about 70 per cent. of all cases of cancer. ‘This observation 
is borne out in practice, and in the more progressive centres radiotherapy is 
employed in the treatment of from 60 to 80 per cent. of all cases of cancer. 


CARCINOMA OF THE SKIN 


Practically one-sixth of all malignancy occurs in the skin. If diagnosed at a 
sufficiently early stage it is a curable condition. In basal-celled carcinoma, if 
adequately treated either by surgery or by radiotherapy, results should be 
99 per cent. successful. By and large, radiotherapy is the method of choice 
for two reasons. The first is that it is easier to treat an adequate area of skin 
beyond the obvious edge of the lesion by this means than by surgery. The 


second is that radiotherapy, correctly applied, achieves a highly selective 


action, destroying the malignant cells, but leaving the normal tissues intact. 
The cosmetic result following radiotherapy is therefore generally superior. 

It is of the greatest importance to differentiate between basal- and 
squamous-celled carcinoma. ‘The former is a local disease and should never 
kill, if diagnosed early and correctly treated in the first instance. ‘The 
squamous-celled carcinoma, on the other hand, if not brought to treatment 
at a sufficiently early stage, or if the initial treatment be inadequate, is as 
relentless a killer as carcinoma in other sites. 


CARCINOMA OF THE LIP 


I have no hesitation whatsoever in advancing the view that the best treat- 
ment for this condition is radiotherapy. Epithelioma of the lip often de- 
velops on a pre-malignant condition which involves the greater portion of 
the lip, and it is for this reason that, not infrequently, apparent recurrence 
takes place after surgical removal of a portion of the lip containing the 
obvious carcinoma. ‘The radiotherapist does not encounter this problem be- 
cause in all cases he treats the entire lower lip from edge to edge and as far 
down as the chin. The cosmetic result is good. Without doubt, the best 
method is the double radium mould which sandwiches the lip between two 
planes of radium mounted on an individually constructed denture-like 
applicator. ‘This method produces five-year symptom-free survivals in 


more than 75 per cent. of cases so treated. 


CARCINOMA OF THE MOUTH 


It is of interest to note that during recent years there has been a definite 
decline in the incidence of carcinoma of the tongue. It is probable that this 
is due in part to the increased attention now being paid to oral hygiene, and 
in part to the more effective treatment of syphilis during the last fifteen to 
twenty years. Lesions within the oral cavity lend themselves to treatment by 
radium, either employed as an implantation or, more effectively, on a special 
denture, when this method is practicable. The five-year results in the early 
cases exceed 50 per cent. 
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CARCINOMA OF THE UTERINE CERVIX 
From time to time, policy in relation to the treatment of carcinoma of the 
uterine cervix has alternated between surgery and radiotherapy. I do not 
propose to compare the relative merits of the two methods, beyond pointing 
out that the best surgical results have not yet equalled the best results ob- 
tained by radiotherapy. 

Viewed from the radiotherapeutic angle, this condition, in my opinion, 
demands the use of both radium and X-rays. The action of radium inserted 
into the uterus and vagina is surprisingly limited, and with this agent alone 
it is not possible to give an effective dose to the parametrium. ‘Therefore 
radium alone cannot hope to be really effective other than in the very early 
case. It is true that even in the more advanced case radium will produce a 
definite local improvement—for a time—but recurrence will in due course 
take place, and further treatment is then out of the question. By combining 
X-rays and radium, however, it is possible to deliver a dose to the para- 
metrium which is cancericidal in a high proportion of cases. ‘To achieve this, 
however, the treatment must be very carefully planned, and carried out in 
such a manner that the X-ray and radium doses are integrated and delivered 


as parts of a single planned treatment. 


CARCINOMA OF THE BREAST 
Carcinoma of the breast is a most important disease in that it constitutes 
14 per cent. of all malignancy. Moreover, if brought to treatment at an 


early stage the survival rate is high, but even moderate delay can be of the 


gravest import. The best surgical results in the early case in which the 
tumour is mobile and limited to the breast show 8o per ‘cent. five-year 
survivals. This figure was quoted by Gordon ‘Taylor and, more recently, by 
Adair. As soon, however, as the axillary glands are involved, the survival 
figure following surgery is cut to half. If the results from a large number of 
centres are examined, it will be found quite consistently that whatever a 
particular surgeon may achieve when the growth is limited to the breast, 
he will obtain only half as many survivals if the disease has already spread to 
the axillary lymph glands. The probable explanation for this is that the 
disease, having spread to the axilla, makes it technically impossible to per- 
form a radical mastectomy without cutting across invaded lymphatics. 
Bearing this in mind, it is not surprising to find that when the axillary glands 
are involved the combination of surgery and irradiation produces better 
results than does surgery alone. 

Attention has already been directed to the importance of vascularity in 
obtaining tumour response to radiation, and it is for this reason that there is 
a growing tendency in the early stages to employ irradiation as a preoperative 
rather than as a postoperative measure. This enables the entire breast to be 
subjected to irradiation, and so renders subsequent operation safer, since any 
cancer cells which may then be spilt at operation are in all probability no 
longer viable. 
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Radical surgical removal in the more advanced case is technically difficult, 
if not impossible, and there is a growing appreciation of the fact that surgery 
as a rule does more harm than good in these cases, and that more effective 
and more prolonged palliation is obtained if radiotherapy is employed as the 
sole method of treatment. Handley and Thackray have pointed out that 
carcinoma of the breast arising in the inner two quadrants spreads not only 
to the axilla, but in a high proportion of cases through the intercostal spaces 
to the internal mammary glands. These glands cannot satisfactorily be 
treated surgically, nor can they be treated by X-rays postoperatively, be- 
cause the skin flaps of the chest wall will not then stand the dose necessary. 
They can, however, be embraced in the X-ray field if the radiotherapeutic 
treatment is carried out as the initial measure in treatment. Therefore, 
whilst in the early case of carcinoma ot the breast it is desirable that the 
X-ray portion of the treatment should be carried out preoperatively, when 
the tumour arises in the inner half of the breast, this treatment sequence 
becomes vital. 


CARCINOMA IN THE BLADDER AND KIDNEY 


The value of radiotherapy in the treatment of malignant disease of the 
bladder is not, in my opinion, as widely appreciated as it should be. ‘The 
two common tumours in the bladder, the malignant papilloma and the 
squamous carcinoma, are both responsive to treatment by radiation, and in 
a high proportion of cases radical treatment by this means is possible. It is, 
however, essential to employ radiotherapy at the outset as soon as a diagnosis 
of malignancy has been made. It is of little value to consider radiotherapy as 
a last resort when repeated attempts at coagulation have failed. ‘The method 
demands the closest collaboration between the surgeon and the radio- 
therapist, and entails the formulation of a definite treatment plan before the 
bladder is opened. The best results are probably obtained by radon seed 
implantation by open operation, and this method is suitable for lesions in 
which the base does not exceed 4 cm. in diameter. In these cases, the five- 
year survival figure is 40 per cent. 

Tumours of the kidney are not, as a rule, radiosensitive, but the out- 
standing exception in this respect is Wilms’ tumour which, on the contrary, 
is dramatically responsive to radiation. When this condition is suspected, 
every effort should be made to arrive at the diagnosis before operation, in 
order that preoperative X-ray therapy may be administered. 


CARCINOMA OF THE LUNG 


Carcinoma of the lung is a problem of growing importance. The disease 
appears to be on the increase in absolute terms and, in the Liverpool region, 
it now accounts for 10 per cent. of all malignancy. The condition can be 
cured by radiotherapy, but unfortunately a very high percentage of patients 
do not seek treatment until the disease is in an advanced stage. In a con- 
secutive series of over 2000 patients recently reviewed, in only 14 per cent. 
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was the disease in a stage when radical treatment, either surgical or radio- 
therapeutic, might hope to meet with success. 

In this condition, however, the results must not be judged solely by sur- 
vival. Radiotherapy, employed as a palliative measure in moderate dosage, 
can relieve two very distressing symptoms—pain and dyspnea. Although, 
as a result of palliative treatment, life may not be greatly prolonged, the 
period which remains to the patient is much less trying than if he remains 
untreated, and, after a varying period of relative freedom from symptoms, 
the end comes as a short, sharp illness measured in weeks or even in days. 


CARCINOMA OF THE @SOPHAGUS 
No really satisfactory solution, surgical or radiotherapeutic, has yet been 
provided for the problem of carcinoma of the esophagus. I believe that 
radiotherapy can be of very real value in this condition, and at times it 
appears to be completely successful. Even if unsuccessful in the long run, 
the patient not infrequently obtains one or more years of relative comfort, 
and a less trying death occurs from distant metastases. 

Most radiotherapeutic treatment methods for this condition have been 
based on the converging beam technique originally developed by Finzi at 
St. Bartholomew’s Hospital. ‘This involves the use of a long narrow beam, 
difficult to direct with accuracy on the esophagus. To overcome this, a 
mechanically rotating turntable has been devised, whereby the patient, 
sitting on a stool, is slowly revolved while the centring of the beam on the 


cesophagus is maintained by visual fluoroscopic control throughout the 
treatment. ‘This equipment has now been installed in the Liverpool Radium 
Institute and is functioning satisfactorily. 


RADIOTHERAPY AS A PALLIATIVE MEASURE 
Considerations of space have made it necessary for me to limit my observa- 
tions to a number of the more important conditions in which radiotherapy 
is employed as a radical curative agent. We must not, however, lose sight of 
the fact that, as a purely palliative measure, radiotherapy occupies a position 
of prime importance in malignant disease. 

The clinical approach to the problem of palliation by radiotherapy is 
fundamentally different from that involved in radical treatment, and it is 
important that a firm decision as between radical and palliative treatment be 
reached before treatment is started. 

In carrying out radical treatment, it is quite justifiable to carry the dose 
to a level which will produce a severe reaction and will, for a time, inflict 
acute discomfort on the patient. When palliation is the aim, however, such a 
severe reaction is not justified and should be avoided. In carrying out 
palliative treatment, it is axiomatic that the treatment should not be worse 
than the disease. 

In my opinion, it is wrong to treat a patient by radiotherapy as a palliative 
measure unless one has some definite object in view; an object which can be 
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attained without subjecting the patient to a distressing reaction. In addition, 
with a knowledge of the natural history of a particular type of cancer, we 
may, at times, have to reach a decision that it is kinder to withhold treat- 
ment altogether rather than to arrest one symptom which will, in due course, 
be followed by a much more trying one. As an example of this, may be 
cited the advanced case of carcinoma of the cervix in which hemorrhage is 
the main complaint, but in which investigation points to early involvement 
of the sacral plexus. It is easy by radiotherapy to control the hemorrhage for 
a time, but in a hopeless case such as I have described it may, in fact, be 
kinder to allow the patient to succumb to the hemorrhage rather than to 
revive her to suffer the prolonged misery of sacral pain during the few weeks 
or months of additional life which treatment might give her. 

Radiotherapy as a palliative measure may achieve four things. It may 
prolong life, as I think it probably does in the reticuloses. It may prevent or 
clear up the ulceration of malignant disease, and in this respect it is of very 
great value in the treatment of advanced carcinoma of the breast. It will 
completely clear up isolated metastases in bone and, above all, it will relieve 
pain and other distressing clinical symptoms at times with quite moderate 
dosage which produces little or no reaction in the normal tissues. When we 
consider that these palliative results can be achieved as a rule without 
operation and without an anzsthetic, and that they may last for weeks, or 
even for months, we come to appreciate that in radiotherapy we have an 
agent which occupies a unique position in this field. 


SUMMARY 


Radiotherapy plays an established part in the treatment of malignant disease : 
60 to 80 per cent. of all cases of cancer require radiotherapy, either as the 
sole method of treatment or as part of a combined scheme of treatment with 
surgery. 

Radiotherapy must be regarded as an alternative method to surgery in 
the treatment of cancer: it cannot overtake the disaster of incomplete surgical 
removal of a tumour. 

Radiotherapy is the treatment of choice in malignant disease of the skin, 
of the mouth and throat, and of the uterine cervix. It has an undisputed 
place in the treatment of all cases of breast cancer, with the possible excep- 
tion of the very earliest lesions. When both radiotherapy and surgery are 
considered necessary, as in breast cancer, radiotherapy should be carried 
out first in order that the maximum effect on the tumour may be obtained. 

As a palliative measure, radiotherapy is of great value, but its use in this 
sphere must be strictly controlled. High dosage should not be employed: 
the reaction following treatment should never be worse than the disease 
itself. 
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‘THE chemotherapy of cancer has recently been discussed, at greater length 
than is possible here (Haddow, 1947, 1951), in accounts which have stressed 
the peculiar difficulties of the subject, and the fact that its successful develop- 
ment must essentially depend upon advances in our knowledge of the 
biology of the disease as a whole. Apart from the ultimate objective it is, 
however, already possible to achieve useful if restricted therapeutic action, 
whether by chemical agents which produce their effects upon the cancer 
cell directly, or by those which bring about alteration of its milieu by endo- 
crine means. In the relatively short space of time since the second of these 
reviews was written, there have appeared no fewer than two hundred new 
papers, and whilst the majority are naturally concerned with the confir- 
mation or extension of findings already known, a number record fresh 
observations of immediate interest and of potential value for the future. 
Immense as the difficulties assuredly are, we cannot doubt that the con- 
tinuation of this process for a sufficient time must yield great benefits, of 
which the limited advances of the past ten years are the early harbingers. 

Before proceeding, the reader may be referred to recent general accounts by 
Rhoads (1949), Shimkin and Bierman (1949), Reinhard, Good and Martin (1950), 
Erf (1950), Burchenal (1950), and Karnofsky (1951); to a summary of the chemo- 
therapy of leukemia and leukosarcoma by Dameshek and his associates (1950); and 
to descriptions by Geisse and Kirschbaum (1950) and by Walpole (1951) of the use 
of various transplantable animal tumours in the detection and evaluation of chemo- 
therapeutic agents. In an interesting paper by Skipper, Chapman and Bell (1951), 
these authors describe the synergistic action of urethane and nitrogen mustard, a 
phenomenon shown by this pair of compounds alone among a number of com- 
binations of known agents tested against mouse leukemia. An especially wise and 
balanced assessment of the experimental results of hormonal treatment is provided 
by Lacassagne (1949). 

THE ENDOCRINE CONTROL OF CANCER OF THE PROSTATE 
After ten years, the endocrine control of cancer of the prostate remains of 
great importance as the first major demonstration that the autonomy of 
the cancer cell is not necessarily complete, and that it is in fact open to 
attack by chemotherapeutic means. Pronounced beneficial effects are pro- 
duced either by administration of a natural or synthetic cestrogen, or by 
castration, and the cestrogen is regarded as acting through an anti-androgenic 
mechanism, that is, by diminishing or neutralizing the activity of the male 
hormone, which contrariwise seems to stimulate or exacerbate malignant 
tumours of the prostate: this mechanism should not, however, be regarded 
as completely established, and Brendler, Chase and Scott (1950) in particular 
believe that further investigation of the réle of androgens in prostatic cancer 
is required. 
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Estrogen therapy.—In management, the serum acid phosphatase should 
be estimated before estrogen is given (King and Delory, 1948; for a recent 
discussion see Oelbaum, 1949). If the level is raised, as when osseous and 
other metastases are present, its subsequent fall is an index of response 
and a guide to the correct maintenance dose. Stilbeestrol is undoubtedly the 
synthetic cestrogen with which the greatest number of cases has been 
treated, and is the agent of choice. The dosage should be 1 mg. three times 
daily, increasing to 5 mg. three times daily, at which level it remains for 
a variable number of weeks or months, although in individual cases it may 
be necessary to give a total of 20 to 30 mg. daily. An adequate maintenance 
dose is then assessed by the general and local condition and by the level of 
serum acid phosphatase. It should not be less than 1 mg. three times daily, 
and may require to remain at 5 mg. three times daily to minimize the risk 
of delayed activation. Riches (1949), discussing the treatment of prostatic 
secondary deposits in bone, suggests there is a tendency to give too small 
a maintenance dose, and does not believe that a higher dose involves any 
risk of earlier cestrogen resistance. In any event, the estrogen should be 
taken regularly and continuously for the remainder of life. 

In favourable cases, evidence of improvement is usually prompt. Sympto- 
matic benefit is apparent in 80 per cent., is maintained for over a year in 
50 per cent., and most often consists in dramatic relief of metastatic or 
sciatic pain, with improvement in micturition and diminution of frequency. 
These effects are accompanied by a softening of the prostate, with dis- 
appearance of induration and nodularity, relief of compression effects, 
partial regression of secondary deposits, and marked increase of appetite 
with gain in weight. Side-effects may consist of testicular atrophy, impotence, 
tender enlargement of the breasts, and pigmentation of the nipples, areolz 
and mid-scrotal line. Less frequently, edema and minor degrees of vaso- 
motor instability are encountered. These changes should on no account be 
regarded as indications to interrupt treatment, but greater difficulty may be 
experienced with vertigo or nausea. Alternatively, in these cases, stilbeestrol 
may be replaced by another cestrogen such as diencestrol (at similar dosage), 
ethinyl estradiol (0.1 to 0.5 mg. daily), or by longer-acting estrogens such 
as triphenylchloro- or triphenylbromo-ethylene. 


Among the most recent contributions on the endocrine control of prostatic 
cancer are papers by Gotz and Krebs (1949), Reynolds, Schulte and Hammer (1950), 
and Andersen (1950), and by Schilling and Laszlo (1950) on the effect of stilbcestrol 
on the calcium, phosphorus and nitrogen metabolism. Gahagan and Fischman 
(1949) believe that as an anti-androgenic procedure castration may in fact offer more 
than cestrogen therapy, and suggest X-irradiation of the adrenals as an additional 
measure. In connexion with a recently recognized long-term sequel to cestrogen 
therapy in the male, namely, the development of gynzcomastia and cancer of the 
breast (e.g. Darjet, 1946), a paper by Corbett and Abrams (1950) describes bilateral 
tumours of the breasts, almost certainly prostatic metastases, associated with pro- 
longed stilbeestrol therapy. 


(&STROGENS AND ANDROGENS IN CANCER OF THE BREAS1 
(Estrogens.—Although the clinical usefulness of cestrogens in cancer is 
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practically confined to carcinoma of the prostate, the fact that their action 
is not entirely specific to this organ is shown by equally remarkable, if 
much less frequent, effects in cancer of other sites, and particularly of the 
breast (Cutler et al., 1949; Stoll, 1950; Paterson, 1950). It now seems clear 
that beneficial responses are three times more frequent in women over 
sixty years of age than in those under that age, that estrogens may on the 
contrary accelerate the course of mammary cancer in younger women, 
and that their therapeutic use in cancer of the breast should be restricted 
to cases five years or more beyond the menopause. Between 30 and 40 per 
cent. of such cases may be expected to show subjective improvement, 
regression of local tumours, shrinkage and healing of u'cers, reduction in 
size of skin deposits, and decrease in size of lymph node and pulmonary 
metastases. All these responses are, however, temporary and rarely persist 
for more than several months. Whilst earlier impressions indicated that the 
degree of response is but little influenced by dose, more recent accounts 
from Dr. Roy Hertz of Bethesda suggest that the prospect of a favourable 
response can be materially increased by the almost continuous adminis- 
tration of large amounts of water-soluble cestrogen intravenously. Whether 
or not this is so, there is no doubt that a clearer understanding of the 
mechanism of such regressions would have profound significance for the 
chemotherapy of cancer as a whole. 

Androgens.—A further example of chemotherapy through alteration of 
the hormonal environment is the application of the male sex hormone in 
cancer of the breast, amelioration in this case being more readily brought 
about in mammary cancer in women before the menopause. From the 
reports of a great volume of clinical investigation now available (Haddow, 
1951), there has emerged a clear picture of the benefits to be expected 
from androgen therapy in cancer of the breast. Subjectively, these include 
a striking improvement in general health, increased sense of well-being, 
lessened pain and a consequent diminution of the need for narcotics, and 
increased appetite and gain in weight. For reasons which are still not under- 
stood, objective changes mainly relate to the skeletal osteolytic metastases 
and are accompanied by evidence of recalcification or even hyperostosis, 
with some elevation of the serum alkaline phosphatase and decline of the 
level of serum calcium in cases in which it was previously raised. Although 
only a small proportion of cases can be expected to improve when there is 
local recurrence or distant spread, administration of massive doses of 
testosterone may be followed by striking, if temporary, regression, as for 
instance of involved supraclavicular, cervical and axillary nodes and of skin 
nodules after total doses of the order of several grammes given over a few 
weeks: such regression may be accompanied by deposition of fibrous tissue 
and by cytological changes in the tumour cells. Great variation may be 
expected in the speed with which the above effects become manifest: thus 
relief of pain may be evident within a week, whilst regressive and similar 
changes may not be obvious for a month or more. Improvement in all 
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cases is temporary only, although in many it may last for six to twelve 
months, and occasionally for several years, provided androgen treatment is 
not discontinued : instances in which patients have led useful lives for three 
years or more are by no means uncommon. Nevertheless, the benefit to be 
derived in any given case is always uncertain and unpredictable, and its 
duration difficult to forecast. 

In management, testosterone, testosterone propionate or methyl testo- 
sterone should be administered, by the subcutaneous implantation of 
pellets or crystals, by intramuscular injection, or by the sublingual route, 
respectively. By intramuscular injection, 100 to 150 mg. of testosterone 
propionate should be given thrice weekly for eight to ten weeks, or even 
for much longer periods if this can be achieved. A maintenance dose of 
150 mg. should be given weekly thereafter, or injection may be replaced by 
subcutaneous implantation. In this case the total dose should be 1000 mg., 
in the form of sterile fused pellets each of 100 mg., implanted in the deep 
fascia of the anterior abdominal wall or over the scapula, and should be 
repeated in four to six months. 

The chief side-effects of androgen administration consist of cestrogen- 
withdrawal effects, signs of masculinization, and metabolic changes. The 
first may be observed within a month of treatment, and consist of hot 
flushes, suppression of the menses, and conversion of the vaginal epithelium 
to the ‘cestrin-deficient’ state. Signs of masculinization may become pro- 
minent in the later stages of treatment, but are by no means a necessary 
condition of its success. They consist of coarsening and increased sebaceous 
activity of the skin, acne, facial hirsuties and increased growth of hair on 
the limbs, with huskiness of the voice, enlargement of the clitoris and 
increased libido. The use of methyl androstenediol, a non-virilizing deriva- 
tive of testosterone, has been suggested by Homburger, Kasdon and Fish- 
man (1950), and also Foley (1950), in order to obviate these side-effects, 
and further reports are awaited with interest. Other signs and symptoms 
are to be ascribed to metabolic changes, such as re-mineralization of the 
bones, and retention of water, electrolytes and nitrogen. 


Among more recent papers from which may be gained some impression of the 
present status of androgen therapy in breast cancer may be mentioned those of 
McGraw (1948), Watson and Fetterman (1949), King (1950), Galton (1950), and 
Klass (1950). From these and others there is objective evidence that testosterone in 
adequate dosage improves the nitrogen balance of the patient, increases her sense 
of well-being, eases pain, and possibly prolongs life. Although these effects are 
highly variable, the best responses appear to take place in those cases receiving both 
a large weekly dose (at least 300 mg.), and a large aggregate dose of, say, 5 g. and 
upwards. So far as concerns the hormonal treatment of breast cancer generally, 
whether by estrogens or androgens, mention should be made of the recent papers 
by Herrmann, Kirsten and Krakauer (1949), on a hypercalcemic syndrome as- 
sociated with androgenic and cestrogenic therapy; Adair et al. (1949); Nathanson 
(1950); Godwin and Escher (1951); and of the ‘Proceedings of the First Conference 
on Steroid Hormones and Mammary Cancer’, sponsored by the Therapeutic Trials 
Committee of the Council on Pharmacy and Chemistry of the American Medical 
Association (1949); see also ¥. Amer. med. Ass., 1949, 140, 1214). 
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CORTISONE AND ACTH IN LEUKAMIA AND ALLIED DISEASES 
The impact of recent studies of cortisone and the adrenocorticotrophic 
hormone has not unnaturally been fe!t in the cancer field as in many others, 
and although the findings to date appear clinically unpromising, a brief 
summary of the position is necessary for completeness. Many authors, 
including Pearson and his colleagues (1949, 1950), Farber (1950), and 
Wintrobe (1950) have reported on the use of ACTH in acute leukemia in 
both adults and children. On a dose of approximately 25 mg. six-hourly 
in adults, and 10 to 12.5 mg. six-hourly in children, one-half of the patients 
studied entered into a complete clinical and hematological remission while 
under treatment. The remainder did not respond in any way, even to 
excessive doses of 50 mg. and upwards four times daily. All the cases which 
had undergone remission during administration of ACTH relapsed either 
during treatment or following it, and the great majority proved unresponsive 
to subsequent therapy. Pearson, Eliel and Rawson (1950b) have also studied 
the effect of ACTH on the chronic lymphomas, including chronic lymphatic 
leukemia, lymphosarcoma, Hodgkin’s disease, and related conditions. 
During the period of investigation there was a rapid regression of the lesions 
on doses of 25 mg. six-hourly, but the underlying pathological process was 
not significantly changed, and the lesions rapidly returned when adminis- 
tration of ACTH was discontinued. In a study of twenty-six cases of 
advanced neoplastic disease treated with ACTH or cortisone, Taylor, 
Ayer and Morris (1950) observed only temporary regressions, whilst no 
significant alteration in the clinical picture or hematological findings was 
noted in two cases of lymphatic leukemia, one of myelogenous leukemia 
and one of acute lymphatic leukemia, treated with cortisone by Weder 
and Becker (1951). 

Other papers on the treatment of leukemia and lymphosarcoma with ACTH and 
cortisone, by Burchenal (1950), Stickney, Heck and Watkins (1950), Schulman 
(1950), Suzman, Goldberg and Hirsch (1951), reach conclusions not materially 
differing from the above. From the reports of Stickney and of Dameshek to the 
International Congress of Hematology at Cambridge, 1950 (Lancet, 1950, ii, 408), 
the results of ACTH therapy in leukemia appear frankly disappointing. Both Thorn 
and Rawson (quoted in ‘General principles and directions for using ‘acthar’, 
Armour Laboratories, 1950) have administered ACTH to cases of multiple myeloma. 
In about half, a marked remission occurred with a dosage of 25 mg. six-hourly, 
whereas the others responded not at all. The remissions appear to have lasted rather 
longer than in the leukemias, although it is still too early to decide. 


NITROGEN MUSTARDS AND OTHER BIOLOGICAL ALKYLATING 


AGENTS IN THE THERAPY OF HODGKIN’S DISEASE, THE 
LEUKAMIAS AND RETICULOSES 


Among the many new compounds originally prepared for the purposes of 
chemical warfare, special interest attached to bis(g-chloroethyl)amine and 
tris(g-choroethyl)amine, as nitrogen analogues of mustard gas or so-called 
nitrogen mustards, when it was recognized that these could induce cyto- 
toxic effects in a wide variety of tissues, and especially in those which are in 
a state of active proliferation. To the voluminous literature already sum- 
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marized (Haddow, 1951) may be added papers and reviews by Block, Spurr, 
Jacobson and Smith (1948) on the histopathological effects of nitrogen 
mustard in normal and neoplastic hemopoietic tissues, and by Roswit and 
Kaplan (1949), Levin and Holt (1949), Bierman et al. (1949), Kurnick et 
al. (1949), Alpert, Greenspan and Peterson (1950), Chambers (1950), Bauer 
and Erf (1950), Karnofsky (1950), Blattner (1950) and Nabarro (1950), on 
the use of the mustards in treatment. A remarkable feature of the mustards 
is the manner in which they reproduce many of the biological effects of high 
energy radiations, and the qualitative aspects of the chemistry and biology 
of these and other ‘radiomimetic’ substances have been discussed by 
Loveless (1950). Useful clinical responses are largely confined to the spec- 
trum of neoplastic disease involving the reticulo-endothelial system—the 
leukemias, multiple myeloma, lymphosarcoma and reticulum-cell sarcoma, 
Hodgkin’s disease, giant follicular lymphoblastoma, polycythemia vera, 
mycosis fungoides, Boeck’s sarcoid, and other but rarer allied conditions, 
although palliative effects have also been recorded in unrelated tumour types, 
and particularly carcinoma of the lung. 

So far as Hodgkin’s disease is concerned, many workers express the 
opinion that nitrogen mustard therapy should not be regarded as an adequate 
substitute for radiation (e.g. Brown and Davis, 1949), but should be reserved 
for cases with marked constitutional symptoms and visceral involvement 
(Dameshek, Weisfuse and Stein, 1949). In these, a period of rehabilitation 
and an increase in life span of from two months to two years may follow the 
use of one or several courses. Nitrogen mustard therapy may also usefully be 
applied in alternate courses with irradiation (Bethell et al., 1950), and can 
be used profitably in some cases for which radiotherapy is no longer suitable 
(Videbaek, 1949; Erf and Bauer, 1949; Nabarro, 1949); in a proportion of 
the last, surprisingly good results may be obtained. Somewhat similar con- 
clusions are reached by Shullenberger, Watkins and Kierland (1949), who 
also describe the rather unpredictable responses obtained in a series of cases 
of lymphosarcoma. Nitrogen mustard may also prove a valuable adjunct to, 
or substitute for, X-ray therapy in mycosis fungoides (Goldberg and Mason, 
1949; Schaefer and Lehner, 1949). Although alleviation may be marked in 
many cases, and control of pruritus may be more effective with nitrogen 
mustard, the chemical agent unfortunately offers no better prognosis, and 
the underlying pathology is unchanged (Block and Murphy, 1948). More 
encouraging results, with prompt haematological and clinical responses, are 
often observed in polycythemia vera (Spurr et al., 1950), although not in- 
variably so (Woodruff, 1948). 

Lynch, Ware and Gaensler (1950) describe sixty cases of inoperable bronchogenic 
carcinoma treated with nitrogen mustard, of which 69 per cent. showed moderate 
to excellent subjective relief, with objective evidence in 54 per cent. Objective im- 
provement showed a relationship to tumour type, being noted in 83 per cent. of 
undifferentiated types, in 50 per cent. of squamous types, in 33 per cent. of adeno- 
carcinomas, and in only 11 per cent. of epidermoid tumours. That nitrogen mustard 


therapy has a place in the palliative treatment of inoperable pulmonary cancer, and 
may even be of great service, especially in anaplastic types, is borne out by other 
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accounts, such as those of Brown and Davis (1949), Benda and Aubin (1950), and 
Kent and Reh (1950). 
Administration.—The nitrogen mustard most commonly employed is 


methyl-bis(f-chloroethyl)amine or ‘HN2’: the corresponding tris compound 
is certainly more toxic and its further use probably unwarranted. The drug 
is administered intravenously as the hydrochloride, in aqueous or saline 
solutions which should be freshly prepared. Solutions should be handled 
carefully on account of their vesicant properties, and during injection it is im- 
portant that no leakage occurs into the subcutaneous tissues. To obviate the 
risk of venous thrombosis, injection should be carried out slowly, and many 
prefer that it should be made through the rubber tubing of an intravenous 
medication apparatus already delivering normal saline solution. Injections 
should be given after an overnight fast, or late in the evening after a light 
diet and mild sedation. A white-cell count should be made daily during 
treatment and a full blood count twice weekly. Dosage is in the range of 
0.1 to 0.2 mg. per kg. of body weight, on consecutive or alternate days, to 
a total of three to six doses, and is varied in individual cases according to 
the blood picture (particularly the leucocyte count) and to the response to 
previous doses or courses. The average total dose for a single course is in the 
region of 25 mg., and it should be noted that a dose of 0.2 mg. per kg. on 
each of four successive days tends to give an unduly severe degree of leuco- 
penia. There are indications (Sweitzer, Cumming and McAfee, 1950) of 
the need for rather smaller doses in elderly patients. Following completion of 
the first course, doses of 0.1 mg. per kg. may be given at fortnightly intervals, 
the decision in all cases depending upon the clinical condition in general, 
and the white-cell count in particular. 

The most frequent side-effects in nitrogen mustard therapy are nausea 
and vomiting, which may occur in over go per cent. of cases. They start 
within one to four hours of injection, last for twenty-four to forty-eight 
hours, and are severe in some 5 per cent. of cases. The patient should be 
informed and reassured beforehand, and it should be noted that the first 
few injections usually produce more nausea than !ater ones. 

Notwithstanding a great deal of chemical investigation, no compound has 
yet emerged which is clearly more efficacious than HN2, although several 
aromatic derivatives are now being examined which have one advantage in 
that they can be administered for long periods orally, and produce no acute 
side-effects. 

Two papers have appeared concerning one of these (S-naphthyldi-2-chloroethyl- 
amine; (fig. 1) prepared at the Royal Cancer Hospital), with results which show that 
whilst in Hodgkin’s disease and the chronic leukemias the responses are essentially 
similar in nature to those obtained with HN2 (Matthews, 1950), they may in prac- 
tice be slightly inferior to those obtained with the 8-chloroalkylamines intravenously 
(Gardikas and Wilkinson, 1951), even if slower and more easily controlled. Although 
increased chemotherapeutic efficiency in this series is not readily achieved, chemical 
and biological investigations of this whole field have recently led to considerable 
fundamental advances, and it is still within the bounds of possibility that further 


more practical advances may flow from them as a result. In particular, Haddow, Kon 
and Ross (1948), and others, have emphasized the correlation between biological 
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activity and the presence in the molecule of a minimum of two reactive side-chains. 

Secondly, from this and other evidence, Goldacre, Loveless and Ross (1949) have 

suggested that the biological effects of these substances may primarily be due to a 

process of chemical cross-linkage between the constituent molecular chains of the 

chromosome fibre. Although this is certainly an unduly simplified view, and other 

niineneil weal ah possibilities have to be entertained, there 

N(CH.CH.C!), cam be no doubt of the stimulus which the 

hypothesis itself has already given to the 

development of this subject, and in par- 

ticular to the search for compounds of 

increased therapeutic efficacy. Thus it has 

directed attention to various substances already 

utilized as cross-linking agents in the textile 

industry, among which many di-epoxides and 

polyethyleneimines are proving to possess cytotoxic action of the same general type 
as that already described in the case of the mustards. ae! . y 

A triethylenemelamine (2:4:6-triethylene imino-s-triazine, “TEM”, fig. 2), 
which was reported upon during the recent International Cancer Congress 
(Paris, 1950) independently by Chester Stock, Rose, Paterson, Karnofsky, 
Burchenal and others, is of interest in that this substance was earlier 
described by the Hoechst Farbwerke as a cross-linking agent of high effici- 
ency. The action of the oral administration of this and other ethyleneimine 
(aziridine) derivatives in retarding various 
mouse leukemias and other tumours has 
been described by Lewis and Crossley 
(1950), Burchenal, Crossley, Stock and 
Rhoads (1950), Burchenal, Johnston, Stock, 
Crossley and Rhoads (1950), Sugiura and 
Stock (1950), and Burchenal, Johnston, 
Cremer, Webber and Stock (1950). The 
LD; of this substance is about one-half cu, 
that of HN2, and therapeutic responses \ 
are obtained in the range of from 8 to 12 \ 
mg. total dosage in the adult. Whilst hs dui 

: . y 3 2 

therapeutically as active as HNz2, Fig. 2. 

“TEM” can be given intravenously without venous thrombosis or severe 
nausea or vomiting, and can also be administered by mouth. In this case 
5 mg. may be given on waking, with water, breakfast being withheld for 
an hour. The single tolerated daily dose ranges from 2.5 to 10 mg., but 
10 mg. is the usual total given over two to four days. A white blood count 
is carried out twice weekly and, if all is well, the same course may be 
repeated at weekly or biweekly intervals. In a proportion of cases a period 
of four to eight weeks may be necessary to reach the therapeutically effective 
dose. 

Meyer and his colleagues (1951) describe the treatment of 17 adult cases of chronic 
leukemia with triethylenemelamine in doses of 10 to 125 mg. over periods of 10 to 
200 days, individual courses ranging from 10 to 20 mg. Complete hematological and 
bone marrow remissions occurred in two cases of chronic lymphatic leukemia, but 
otherwise results were somewhat variable. Many more reports on the activity of 
“TEM”, especially in comparison with the nitrogen mustards, are to be expected 
shortly. 


CH,— CH, 


| 





44 THE PRACTITIONER 


Another approach to the study of cytotoxic agents has recently been 
developed by Timmis (1951) at the Royal Cancer Hospital. Following the 
detection of high tumour-inhibitory activity in various sulphonic acid esters 
experimentally, it was decided that correlation between structure and 
activity could best be studied by using a simple structure to carry the 
functional groups, and one which would be easily capable of modification 
in regular gradations. The series (fig. 3) was therefore synthesized: all 
members from n 2 to n = 10 show pronounced biological activity, 


HC,SO,0(CH;),0SO,CH, 
Fig. 3. 


and in one case (n 4, 1:4-dimethanesulphonoxybutane) the compound 
has a specially pronounced action on the granulocytes, which observation 
has led to its clinical trial in cases of chronic myeloid leukemia. In the short 
series so far studied, relief of symptoms, general improvement, regression 
of enlarged spleen, rise in hemoglobin level, and fall in the leucocyte count 
with improvement in the differential count, have occurred during therapy. 
Although it is still too early to assess the long-term value of such treatment 
in chronic myeloid leukemia, the results so far obtained have been both 
useful and impressive. 


URETHANE IN LEUK2MIA AND ALLIED CONDITIONS 
The events which led to the clinical investigation of the action of urethane 
in leukemia have already been recounted elsewhere (Haddow, 1947). From 
the results (Paterson et al., 1946, 1947) it became apparent that urethane 
is capable of producing remarkable changes in leukemia, represented by 
a fall in the total leucocyte count to normal limits, an approach of the 
differential count towards a more normal pattern, diminution in the size 
of the spleen and enlarged lymph nodes, and a rise in hemoglobin level. 
There is a striking similarity between such responses and those brought 
about by X-ray therapy but, equally, no indication that permanent benefit 
may result, since relapses take place, and all these changes are essentially 
reversible. Several hundreds of clinical reports have now appeared, which 
fully confirm these conclusions but do little to clarify the more difficult 
problem of the mode of action. 

The most useful responses are met with in chronic myeloid leukemia, in 
which some two-thirds of cases may show improvement and about half 
obtain remissions of from two to six months. Typically the reduction in 
white-cell count is accompanied by a rise in hemoglobin, the differential 
count approaches normal, and myeloblasts often disappear. Diminution 
of a high white-cell count is accompanied by an increase in red cells, and 
the extent of the rise is important in assessing prognosis. Great variation 
may be observed in the time required for the blood picture to become 
more normal, for example, from a few days to two months or over, with 
total doses ranging from a few grammes to 200 g. or more. In chronic 
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lymphatic leukemia the effects of urethane are similar, but only one case 
in Six gives responses as satisfactory as in a considerably greater proportion 
of the myelogenous form. Although decline in the white-cell count is 
observed rather less constantly than in myeloid leukemia, the differential 
count improves, with a tendency for lymphoblasts to disappear, and the 
haemoglobin level rises: this rise does not, however, bear a clear relationship 
to prognosis as in myeloid leukemia. Diminution in the size of the spleen 
and of lymph nodes is also less constant. On the whole, much less benefit 
is to be expected from the use of urethane in chronic lymphatic leukemia 
than in chronic myeloid leukemia, and radiotherapy and the nitrogen 
mustards are preferable in most cases. No useful responses from urethane 
therapy are to be anticipated in aleukemic, terminal or acute leukemia. 

Although urethane in the treatment of chronic myelogenous leukemia 
produces approximately the same clinical and hematological responses as 
do the standard methods of X-ray therapy, the drug is somewhat less 
consistent in its results and the remissions are never quite as complete. 
In practice it is often of great service to substitute one method for the other, 
as clinical circumstances would appear to dictate. Dustin (1949) finds that 
the combination of both forms of treatment can induce remissions in chronic 
myeloid leukemia resistant to either alone. The possible anti-leukemic 
synergism between urethane and nitrogen mustard has already been 
referred to on page 36 (Skipper, 1949). 

Administration and dosage.—Urethane may be administered orally, by 
intramuscular or intravenous injection, or by rectal infusion, but the last 
three routes have no advantage apart from the avoidance of nausea, which 
can almost equally well be mitigated by the use of enteric-coated capsules. 
A 40 per cent. solution of urethane is used for intramuscular injection if 
required, whilst for intravenous medication 1 to 2 g. of urethane are dissolved 
in 20 ml. of sterile normal saline solution, mixed with 200 ml. of sterile 
saline solution, and administered over a period of fifteen to thirty minutes. 
One gramme thrice daily has been the dose most commonly employed by 
mouth, although smaller amounts (e.g., 0.5 g. three or four times daily, in 
enteric-coated capsules), may be used to avoid nausea and produce a more 
gradual improvement, which can then be followed by a maintenance dose of 
say 0.5 to 1 g. daily. 

Of the side-effects produced by urethane, nausea is the most frequent, 
whilst transient drowsiness, slight giddiness and gastro-intestinal irritation 
are also encountered, but are seldom troublesome. Other effects are much 
more serious, and proceed from excessive action of urethane upon the bone 
marrow. Ohler, Houghton and Moloney (1950) have also reported a case of 
hepatic necrosis apparently due to urethane. Finally, there is the impression 
that a proportion of cases terminating with an acute myeloblastic crisis do 
so under the influence of some abnormal stimulus from urethane (Ravian, 
Mallarmé and Nory, 1948). 


In the more recent literature, apart from that already summarized, further experi- 
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ments on the action of urethane on mouse leukemia are described by Hogreffe and 
Pedersen (1950), whilst Beickert (1950a) has studied the affinity of urethane for 
various forms of normal and leukemic blood cells, and reports (1950b) a method for 
the quantitative detection of urethane in body fluids. Various clinical papers refer 
to the leukemias (Bousser, Coblentz and Brochen, 1947; Storti, 1948; Luigi, 1949; 
Brednow, 1949; Gadrat and Sérié, 1949); lymphosarcomatosis (Bock and Gross, 
1949); skin cancer (Axelrod and Berman, 1949); leukemia and polycythemia 
(Florijn, 1950); mycosis fungoides (Kennedy, Nathanson and Aub, 1950); naso- 
pharyngeal carcinoma (Stock, 1951); and prostatic cancer (Lapides, 1949). An 
especially interesting contribution has been made by Rundles and Reeves (1950), 
who appear to regard the effect of urethane in multiple myeloma as representing an 
encouraging advance in practical therapy. In a later paper in the same series, 
Rundles, Dillon and Dillon (1950) describe how, as plasma cell growth is inhibited 
by urethane in multiple myeloma, abnormal serum protein components are reduced 
or may virtually disappear, with a parallel reduction in Bence-Jones proteinuria. 
These authors also mention an intriguing observation made in a case in which 
benefit from ten months’ continuous urethane therapy was followed by relapse. 
When urethane was discontinued, the plasma cells in the marrow again decreased 
and proteinuria diminished. Although there was an eventual exacerbation, the 
authors comment ‘these observations are interpreted to indicate that the growth of 
plasma cells was inhibited anew by the withdrawal of urethane . . . and that during 
the prolonged use of the chemical the abnormally proliferating cells had become 
dependent on it in some way’. Harrington and Moloney (1950) also report a number 
of cases of multiple myeloma treated with urethane, of which a proportion showed 
striking clinical improvement (relief of pain, gain in weight, improvement in 
anzmia, reduction in abnormal serum proteins, suppression of myeloma cell pro- 
liferation, and probable prolongation of life). Other papers on the same subject are 
by Rehak (1949), Aas (1949), Derifield (1950), and Weder (1950). 


AMINOPTERIN AND RELATED ANTAGONISTS OF THE 
‘CITROVORUM’ FACTOR IN THE TREATMENT OF ACUTE 
LEUKAMIA 
The earlier history of the so-called folic acid antagonists in the treatment 
of acute leukemia has already been summarized (Haddow, 1951). More 
recently, a further study of the action of various folic acid derivatives upon 
transplanted mouse leukemia has been carried out by Burchenal, Johnston, 
Kushida, Robinson and Stock (1949), whilst Burchenal, Babcock, Broquist 
and Jukes (1950) have elucidated the mechanism of action by showing that 
the allied nutrilite known as the ‘citrovorum’ factor is some twelve to 
twenty-four times as active as folic acid in preventing the anti-leukemic 

effect of these compounds. 

An excellent study by Dacie, Dresner, Mollin and White (1950) describes the 
results of treatment with aminopterin in 13 cases of acute and subacute leukemia in 
children and adults. Clinical and hematological remissions were obtained in all of 
seven children and in two of six adults. In all cases responding there was a clinical 
return to normality and the peripheral blood was rendered normal, or almost normal, 
for varying periods. Although striking improvement was also apparent in the bone 
marrow, leukzmic cells were never completely eradicated, and all the patients who 
originally benefited eventually relapsed and died. 

Other papers (e.g., by Wolman et al., 1949; Wilkinson and Gardikas, 1951) 
agree in showing that the results of aminopterin therapy fall into three classes, viz., 
no response, temporary clinical improvement, and (in the smallest number) re- 
markable and complete remissions which usually last for a short period only, but 
may on occasion be prolonged. Administration of the drug is as a rule limited by the 
early development of toxic phenomena which, with infections and variation in 
nutritional state, render impossible its use over extended periods (Berman et ai., 
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1949; Hunter and Carroll, 1949; Haverkamp, Begemann and van Wijhe, 1950). 
Essentially similar conclusions are reported from the use of the related antagonist 
a-methopterin, by Meyer and his colleagues (1950), by Weber, Karpinski and 
Heinle (1950), and by Dacie et al. (1951). Even though initial enthusiasm has now 
been tempered by experience it is remarkable, as Dacie comments, that remission 
can be induced at all in such conditions. The whole of this subject is still in its 
infancy, and further developments are no doubt in store. 

The dose of aminopterin mainly employed is 1 mg. daily, by intra- 
muscular injection or orally, although amounts as high as 4 mg. have also 
been used; for a-methopterin the daily dose is 2 to § mg. 


THE CLINICAL USE OF RADIOACTIVE ISOTOPES 
As an extension of radiotherapy, rather than a development of chemotherapy 
strictly, the clinical use of radioactive isotopes to a large extent falls outside 
the true scope of the present review. For the sake of completeness attention 
should, however, be drawn to Low-Beer’s recent volume on the subject 
(1950), to papers by Lawrence, Low-Beer and Carpender (1949) and by 
Diamond (1950) on radioactive phosphorus in the treatment of lymphatic 
leukzmia, and to a discussion by Brues (1950) on the place of radioactive 
isotopes in therapy generally. So far as concerns the treatment of metastatic 
thyroid carcinoma with radioactive iodine, the proportion of tumours con- 
centrating the radio element sufficiently for effective treatment appears to 
be disappointingly small, although it may be increased by removal or 
destruction of the normal functioning gland. There are, however, reports of 
individual cases treated with remarkable success, as for example that of 
Walton (1950) at the Royal Cancer Hospital, in which an excellent response 
was induced in a girl aged twenty with a fixed thyroid mass, involved lymph 
nodes in the neck, and multiple secondary deposits throughout both’ lungs. 
Other individual cases are of much interest, as for instance that of Bayrd 
and Hall (1948) describing an unusual remission after radiophosphorus 
therapy in a case of acute plasma cell leukemia—despite discouraging re- 
sults in multiple myeloma generally. From the paper by Lawrence and co- 
workers referred to, it appears that radiophosphorus therapy in their series 
of cases of chronic lymphatic leukemia has been able to extend the span of 
comfortable life more effectively than other methods: 33 per cent. had lived 
five years or more after the onset, and ro per cent. for eight years or more. 
The authors believe their experience does not lend any support to a hopeless 
attitude, as regards either the treatment of chronic leukemia or the rdle of 
radiophosphorus therein. 
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THE TREATMENT OF ADVANCED 
CANCER 


By SIR HENEAGE OGILVIE, K.B.E., D.M., M.Cu., F.R.C.S. 
Surgeon, Guy's Hospital, and the Royal Masonic Hospital. 


Two methods only of treating cancer offer any definite hope of cure 
at the present time—removal or radiation. ‘Removal’ is a preferable term 
to ‘operation’, since it includes also destruction of the tumour by the cautery, 
or by the strong caustics which are the basis of quack cancer remedies. 
Except in the case of certain growths, particularly those in the mouth and 
the uterine cervix, cancer, when it is thought to be curable, is usually treated 
by a so-called radical operation often preceded or followed by radiation. 
These operations should be described as liberals rather than radicals; they 
are a compromise, the best that can be devised, but few of them go to the 
root of the matter. In cancers that are beyond the scope of a radical operation 
when they are first seen, or that have recurred after operation, the first 
resort is to radiotherapy. When we speak of advanced cancer we usually 
mean a cancer incurable by any of the accepted means, one that is both 
widespread and radio-resistant, or one that, having recurred after surgery 
and radiotherapy, has received the maximum permissible dosage of radiation. 

In the treatment of advanced cancer, the indications for advising an 
extensive and possibly dangerous operation are two: (1) when the proposed 
operation, though it will not cure, offers considerable prospect of palliation ; 
(2) when by wide removal that involves considerable mutilation cure may 
still be obtained. Before deciding upon either of these courses, the surgeon 
must ask himself: “What are the symptoms? Will this operation relieve 
them? What is the outlook for life? Will operation prolong it? What is the 
probable mode of death; will operation make it less painful or less un- 
pleasant?’ The decision can be made only after anxious thought, and after 
explaining to the patient or his relative the possible risks as well as the 
possible gains of the course proposed. 


PALLIATIVE SURGERY 

In the treatment of advanced cancer the performance of a purely palliative 
operation is often the best form of treatment. The need and the justification 
are usually seen when the primary tumour and the metastases that make it 
incurable are spatially separated. The removal of a primary growth that is 
bleeding, ulcerated, or mechanically obstructive may remove all the distress- 
ing symptoms that are making the patient’s existence a misery, prolong his 
life, and allow him to fade away painlessly as the distant metastases sap his 
strength. 


Local mastectomy for sloughing cancers of the breast can give more relief and 
earn more gratitude than almost any operation in surgery. The sufferers are often 
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sensitive old ladies, who have kept the secret of their tumour to themselves for 
years, partly because their life-long modesty has made them shrink from exposing 
their naked bosoms even to a doctor, partly because they did not want to be a 
bother to others; most often, it must be admitted, because they feared the worst 
and dreaded to have their fears confirmed. The tumour has enlarged and they 
have poulticed it; it has ulcerated and they have applied patent ointments. At last 
they have been driven by the foul discharge and the smell, which they could no 
longer conceal, to seek help. They do not fear to die, but they cannot bear to be an 
object of disgust to others. Removal of the offensive mass restores their self-respect, 
and allows them to spend the small remainder of their lives as they would wish 

It is, however, in the alimentary tract that examples of the need and the 
great value of palliative surgery are most often encountered. Growths of the 
stomach are seldom curable, but they are nearly always operable, and a 
gastrectomy, or even an exclusion operation, will give great relief, and allow 
the sufferer to fade away without distress. Growths of the colon should 
nearly always be resected, whether the operation be a curative one, as it is 
in the majority, or merely a means of overcoming the more immediate danger 
of obstruction in a patient who will die eventually of metastases in the liver. 
The duration of life of patients with hepatic metastases is seldom more than 
a year, but I have known one to survive for nine-and-a-half years in excellent 
health, and then to sink rapidly with jaundice which she attributed to gall- 
stones. 

ULTRA-RADICAL SURGERY 


Sometimes a large, severe and dangerous operation, involving a removal of 
tissue so extensive that it leaves considerable deformity, is amply justified 
if it appears that a hope of cure cannot otherwise be expected. American 
surgeons, particularly Wangensteen of Minneapolis, and Alexander Brun- 
schwig and the group working with him in the Memorial Hospital, New 
York, have explored the limits, and are in process of assessing the pos- 
sibilities, of this ultra-radical type of surgery. If such operations are to gain 
a permanent place in the treatment of cancer, it is clearly advantageous 
that they should first be performed by surgeons as skilled and courageous 
as these men are, and that the results should be studied with the meticulous 
care that they devote to following up their patients (see page 19). 

Wangensteen goes still further, for he believes that the surgeon should 
remove metastases as they appear, in the hope that he may one day remove 
the last of them and that what remains of the patient will survive. 

The one instance when it is certainly right to remove a distant metastasis 
appearing some time after a radical operation, is that of a single recurrence 
in the lung following nephrectomy for hypernephroma. Such metastases 
have arisen in clumps of malignant cells which broke off into the renal vein 
during the operation, and they may be the only ones. It is arguable that the 
removal of para-aortic glands discovered at a second laparotomy after an 
abdomino-perineal resection might be curative. But it is very doubtful if 
partial hepatectomy for metastases that have reached the liver in the portal 
blood stream will ever find a place in cancer surgery. 
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Any discussion on the treatment of advanced cancer must take cognizance 
of the remarkable results that may be obtained on occasions by chemo- 
therapeutic agents. Professor Haddow deals very fully with this aspect 
of the problem in his article in this symposium (page 36). 


THE CANCER PATIENT 


Perhaps the most difficult problem that arises in the treatment of advanced 
cancer is the handling of the patient himself. What should we tell him? 
American surgeons believe in a frank discussion, with all the cards on the 
table, and American patients seem to expect it. British surgeons, on the 
whole, prefer an innocent deception. It is one of the fundamental differences 
between two friendly peoples who speak the same language and share the 
same ideals that, whereas we keep our thoughts and feelings to ourselves 
and communicate them to others only when we have found by many 
tentative sallies over trivialities that they are indeed akin to us, the Americans 
believe in the disciplinary value of spiritual nudity, and are ready to discuss 
matters of personal belief even with a chance acquaintance. 

Speaking as a British surgeon dealing with British patients, 1 believe 
that the nearest relatives should be told the exact truth; but I hold that it is 
hardly ever permissible to tell the patient himself that he has cancer. He 
may plead before the operation that he wants to be told everything, or ask 
afterwards what has been found; but what he really means is that he wants 
to be told that his fears are liars. If he does not ask, it is because he has read 
the truth in our eyes, and he does not want to hear it in words. Men do 
not fear death. They know it is coming to them sometime. If they are told 
they have phthisis, they feel there is something romantic in being the 
victims of a disease that will kill them, but not until they have got a lot 
more out of life. If they are told they have a failing heart and may drop dead 
at any moment, they feel the excitement of an adventure that may come to 
a sudden stop. But if they know they have cancer they picture the stealthy 
advance of inexorable extinction. I have three times told a patient the 
truth: in two instances because they were about to enter financial commit- 
ments that would have left their widows in considerable difficulty, and once 
to an old clergyman at the request of his bishop. This old man thanked me 
for the opportunity to make his peace with God. The first two, after their 
initial incredulous amazement, lost all heart and rapidly sank. Their 
greetings on my daily visits haunted me, like the cry of the drying Cesar 
‘Et tu Brute?’. Only those whose faith in a life hereafter is unshakable can 
face the dread loneliness of that journey into the cold wastes of interstellar 
space. 

If we are not going to tell our patients that they have advanced cancer, 
we must be prepared to lie. Reasoned and lengthy evasions are unconvincing. 
White lies lack colour. Only a fine, thumping, guaranteed copper-bottomed 
lie, with all the knobs on that it will carry, can reassure, and it must be thrust 
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home, with all the circumstantial detail we can muster. I would suggest 
three general directions. First, we must tell our patient our prepared story 
on the first visit after the operation; if we say nothing he will not ask us at 
the next visit—he has guessed. Secondly, our story must fit in with the 
preoperative investigations and the tentative preoperative diagnosis, and also 
provide a credible explanation for the train of symptoms which we know will 
follow. Thirdly, we must accompany our account with a planned course of 
treatment that fits in with our explanation and will last for some months— 
longer at any rate than his expectation of life. He will sink contentedly, 
waiting for the improvement that is always some weeks ahead and he will 
die happy, confident of eventual recovery. Let me stage such an incident :— 

Our patient is a business man of fifty-five, who has suffered from indigestion for 
three months and lost ten pounds in weight. A barium meal has shown a large 
filling defect, which we have pointed out to him as an ulcer. At laparotomy we find 
a large fixed growth at the pylorus, and a number of malignant nodules in the liver. 
We perform an exclusion gastrectomy. After the operation we explain to his wife 
what we have found and what we have done, and tell her as gently as we can that 
her husband is unlikely to live more than another three months, but that during 
that time everything we can do to save him suffering, physical or mental, must be 
done. We then tell her that the greater part of the burden will fall upon her, and that we 
shall rely on her courage to help us in our efforts on his behalf. 

Next morning we come into his room with a cheery smile: ‘Well, sir, I am glad to 
say that things were a good deal better than we thought. You had a large ulcer, 
larger even than the X-ray suggested, but we were able to get it all away. There 
was a good deal of fibrosis round it, especially in the upper part of the stomach, and 
that is bound to give you some indigestion that may take several weeks to clear 
up. More serious than the ulcer was the fact that your liver showed a good deal of 
cirrhosis, a surprising thing in a man of your temperate habits. A cirrhotic liver can, 
of course, regenerate, but it is a slow job, and the treatment is essentially rest in 
bed, a high protein diet to help repair, extra vitamins, and a course of injections. It 
was this cirrhosis rather than the ulcer that was responsible for your loss of weight, 
and I am afraid you must be prepared for some further loss before you start to 
mend again. However, six months should see you back at work’. 

If we have put this story across with conviction, he will be prepared in 
advance for the palpable enlargement of the liver, the ascites, and the loss 
of weight that we expect, and he will accept the drugs that we give him as 


part of the treatment. 


THE LAST OFFICES 


The value of injections in the treatment of patients dying of cancer is in- 
expressible, because ‘a course of injections’ is associated in most men’s 
minds with modern therapeutics, with drugs of strange potency, and with a 
plan of treatment spread over a long period and requiring many weeks to 
produce a recognizable effect. The injection need not be administered more 
than once a week, but that weekly prick means treatment, hope, a belief 
that something is being done and that improvement is just round the 
corner. I used to give some of the proprietary injections advertised to cure 
cancer. None of them is effective or benefits any but the vendor. I now 
prefer to use ‘anahemin’ or some other injection of liver extract, and I have 
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found that these preparations may produce, for some reason that I cannot 
explain, considerable improvement in the health of patients with metastases 
in the liver, and an undoubted shrinkage in the size of the liver itself. 
The great standby in the last weeks of life is the ‘Brompton mixture’, of 

which the formula, as used at Guy’s, is: 

Morphine hydrochloride oy + grain (16 mg.) 

Cocaine hydrochloride... ..... weeeee+s 1/6 grain (11 mg.) 

Syrup sia 1 ounce (28.5 ml.) 


Made up to 2 ounces (57 ml.) with gin, brandy or some palatable liqueur. Where 
indigestion and flatulence are troublesome, Créme de menthe makes an excellent 


excipient. 

This mixture is given three times a day. The morphine may be increased 
to the amount necessary to alleviate pain. The cocaine may also be increased 
as tolerance is established. Patients taking this mixture rarely need hypo- 
dermics in addition. The cocaine not merely counteracts the depression 
occasioned by the morphine, but gives that wonderful feeling of well-being 
and exhilaration which makes it the most dangerous of all the habit-forming 
drugs. It brings optimism where there is no hope, a certainty of recovery 
while death comes nearer. 


CONCLUSION 
An intelligent patient will come eventually to know the truth. He has thought 
over the story we have told him in the long night hours of painless wakeful- 
ness, he has compared it with the steady deterioration that he can feel and 
see in the mirror, and he has come to realize that a deception has been 


staged for his benefit. He realizes that it was done to help him, and he is 
thankful that the truth has come gradually and that he has had time to con- 
sider it in all its implications. He realizes, too, that it is far better for both of 
them that his wife should not know that he knows, or that he knows that 
she knows, and that the last few weeks will be intolerable unless he con- 
tinues to play the part we have allotted to him. Only by an understanding 
look or a long squeeze of the hand is the secret that might be unendurable 
sometimes communicated. 





SURFACE ACTIVE AGENTS IN 
DERMATOLOGY 


By R. DOUGLAS SWEET, M.B., M.R.C.P. 
Dermatologist, Plymouth Group of Hospitals. 


In the past, if it was desired to apply a medicament to the skin in a solid 
base there were only two media in which it could be applied: in a powder 
which tended to blow away or in a grease which was messy, sticky, often of 
itself injurious to the condition to be treated and difficult to remove in order 
to observe progress; clothing was soiled, or elaborate and cumbersome 
dressings were needed for its protection. Furthermore, the usual base was 
one of the paraffin series and it was felt that a medicament suspended in, 
say, petroleum jelly, was by the very nature of the base unlikely to achieve 
really intimate contact with the skin, or any degree of penetration into either 
the hair follicles or the sweat ducts. Lotions seemed little better from this 
point of view, as the natural grease of the skin, especially in a seborrheic 
subject, forms a barrier to any agent which relies on a watery medium to 
carry it to its elected site of action. 

To overcome these difficulties, materials were sought which would act as 
solvents for various therapeutic agents, and at the same time act as deter- 
gents or emulsifying agents, removing the grease from the skin or allowing 
the passage of the agent through it. In fact, the aim often became to apply 
in a solid form a medicament in solution and at the same time to allow this 
solution to pass freely into direct contact with the cells of the epidermis. 
Such a ‘solid solution’ would have the added advantage of being easily 
removed, both from the patient and from his clothing. 


SURFACE ACTIVE AGENTS 
Before and during the war, especially in Germany, research was in progress 
to find synthetic soap substitutes for industry, especially the textile industry, 
partly to spare using animal and vegetable edible fats, and partly to find 
agents which could be used in hard water. The result has been a vast con- 
course of highly complicated chemical compounds which have been col- 
lected together under the title of the ‘surface active agents’, and it was later 
found that many of these substances could be applied to help solve the 
dermatological problem that I have stated above. Such materials as ‘lanette 
wax SX’ and ‘Halden’s emulsifying base’ have long been available, and it is 
to display and classify these and the many newer surface active agents that 


I have attempted this survey. 

In order to appreciate their mode of action it is first necessary to have some 
knowledge of the physicochemistry of surface activity. A ‘surface active agent’ may 
be defined as a substance which lowers the surface tension of a given solution, 
usually, but not necessarily, an aqueous solution. If a drop of water falls on a solid 
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surface it will remain as a drop, and this phenomenon, the maintenance of a mass of 
water as a coherent whole in the face of gravity, is an expression of its surface tension. 
In cross-section it appears thus :— 


WETTING ANGLE 
~ : 
=~ 


If next a drop of soapy water falls on the same surface, the cross-section will be 
different :— 
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The surface ‘wetted’ will be greater and the wetting angle reduced, as soap is a 
simple surface active agent. In the same way the surface tension between two im- 
miscible liquids may be altered and emulsification made possible. In practice this 
usually means reducing the mutual antagonism between oil and water. 


EMULSIFICATION 


An emulsion is made up of two phases: the continuous or outer phase, and 
the droplet or included phase. The ease of making and the stability of an 
emulsion depend upon the measure of the interfacial tension between the 
two phases; the lower the tension the more easily will an emulsion be formed, 
until the stage is reached when it forms automatically. The general properties 
of an emulsion are those of its continuous phase, that is, an oil-in-water 
emulsion behaves as a watery application, and a water/oil emulsion as an 
oily or greasy application. 

An emulsifying agent acts by virtue of its chemical composition; part of 
its molecule is preferentially oil- or fat-soluble and part water-soluble. As 
a result of this its molecules become arranged at the oil/water interface, the 
lipophilic (hydrophobic) end in the oil and the hydrophilic (lipophobic) end 
in the water, as it were bridging the gap. The ideal amount of the agent 
needed to form a given emulsion would be the amount necessary to form 
such films everywhere one molecule thick, and the stability of the emulsion 
depends upon the solubility of each end of the molecule in its appropriate 
phase. The hydrophilic part of the molecule is called the polar part, the 
other the non-polar part, and this division will be clear in the list of agents 
to be discussed later. 


DETERGENCY 


This, to some degree, is a property of all surface active agents, and con- 
sists in their power, when applied to a solid surface, to remove from that 
surface any foreign matter, especially grease, lying thereon. A good example 
of the use of detergents is for the removal of the natural fats and all the 
dirt from sheep’s wool before spinning or weaving is begun; in fact, it is 
in the textile trades that detergents have hitherto found their greatest use- 
fulness. 
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In its action a detergent works by a combination of wetting, adsorption 
and emulsification. First the agent spreads over the surface (i.e. skin or 
hair) adsorbing the dirt and at the same time replacing it; then spontaneous 
emulsification occurs. The detergent is usually applied in an aqueous solu- 
tion, and as the type of emulsion formed on the surface of a solid is decided 
by whichever phase preferentially wets that solid, the emulsion formed will 
be an oil-in-water one. It is important that the emulsion so formed be stable, 
or the dirt or grease will merely be deposited elsewhere. 

Detergency is favoured by an alkaline pH, as this encourages soap forma- 
tion from any grease present, and is, of course, helped still more if some of 
the dirt present is actually soluble in the agent. 


ANIONIC TYPES OF SURFACE ACTIVE AGENTS 
In the anionic types the long carbon chain is in the anion. This chain must 
contain at least twelve carbon atoms to achieve its necessary fat solubility, 
and it constitutes the non-polar group. The polar group may be a hydroxyl 
(OH) group making the compound an alcohol, or a -COOH, or SO,H (sul- 
phate) group, or more often their sodium salts. So a simple type of generic 
formula would be:— 


NON-POLAR POLAR 


(OH) 
CyH., ‘COO Na 
SO, Na 


ANION CATION 


Anionic compounds are incompatible with acriflavine, gentian violet and 
quaternary ammonium compounds, reacting with them and altering their 
properties. They usually form oil-in-water emulsions. 


(1) Soaps.—Classically these are the soluble sodium or potassium salts of long- 
chain fatty acids, e.g. :- 

Sodium oleate C,;yHy, —| COONa 
(non-polar) (polar) 

Triethanolamine (CH,CH,OH),N (cf. (H); N=ammonia) is a colourless, syrupy, 
hygroscopic liquid which smells faintly of ammonia. It is alkaline—a 25 per cent. 
solution has a pH of 11.2—and is entirely soluble in water and alcohol. It may be 
used instead of caustic soda for forming a soap with oleic or stearic acids, and this 
soap, being neutral, is preferable to the metallic ones in creams. 1 ml. of triethanol- 
amine will neutralize about 3 ml. of oleic acid, and prescribed in these proportions, 
they will interact during the preparation of the cream. Unfortunately, triethanol- 
amine soaps, like the sodium and potassium soaps, are useless in hard water, as the 
calcium and magnesium salts of the long-chain fatty acids are insoluble in water. 

(2) The higher fatty alcohols, e.g.:— 


Lauryl alcohol C,,H,,OH 

Cetyl alcohol C,,H;;0H 

Stearyl alcohol C,,H,;,OH 
Cetyl alcohol is obtained from spermaceti, which is cetyl palmitate. These fatty 
alcohols are stable to dilute acids and alkalis, good emollients and, although only 
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weak emulsifiers, when added to w/o emulsions increase their stability and improve 
their texture. When these compounds are dissolved in concentrated sulphuric acid, 
alkyl (i.e., the series, ethyl, propyl, butyl, and upwards) sulphates are formed and 
the sodium salts of these are called :— 
(3) Sulphonated fatty alcohols (=primary alkyl hydrogen sulphates) e.g. :— 
‘Sulphonated lorol’ C,:H,y;5/OSO,Na 
Sodium cetyl sulphate Ci gH33/OSO,Na 
Sodium cetane sulphonate C,,H;;/OSO,ONa 
If triethanolamine is substituted for the sodium atom in ‘sulphonated lorol’ 
another agent is formed which is given the name ‘sulphonated lorol liquid T.A.’. 
These substances are excellent and powerful detergents and emulsifiers and good 
wetting agents. Their calcium and magnesium salts are soluble, and so the sul- 
phonated alcohols have the great advantage of being effective in hard water. 
A somewhat similar preparation has been produced in Germany and later in the 
U.S.A. called ‘teepol’. This is principally a secondary alkyl hydrogen sulphate, i.e., 
the penultimate carbon atom is sulphonated. It is sodium secondary dodecyl 


sulphate :— 
H 


C,9H,,-C-CH, (non-polar) 


| 
SO,;Na_ (polar) 

This is one of the more powerful of the known surface active agents. 

‘Lanette wax SX’, is a mixture of cetyl and stearyl alcohols with about 10 per 
cent. of the sodium salts of their sulphonated derivatives. Its melting point is about 
50°C., and it is an emulsifying agent forming, spontaneously under the right con- 
ditions, an oil-in-water emulsion. 

“Halden’s emulsifying base’ is: Liquid paraffin 3 parts, soft white paraffin 2 parts, 
and 2 parts of a mixture of hexadecyl and octadecyl (C,, and C,,) alcohols containing 
10 per cent. of their phosphated esters. 

‘Emulsifying wax’ (B.P.) is :-— 

Cetostearyl alcohol .... go g. 
Sodium lauryl sulphate ....... 10 g. 
Water ete ; ‘ 4 ml. 

(4) Sulphated vegetable oils, e.g. sodium sulphoricinate, the sodium salt of sul- 
phonated castor oil. This class of agent is now largely of historical interest as they 
have not the power of the newer agents. They are used in soapless shampoos to 
increase wetting power, and in hand cleansers, but have never found any great use- 
fulness in dermatology. 

(5) Sulphated amides (amide sulphonates).—These have the generic formula: 
R-C-N-CH,SO,Na. An American product, an oleic acid derivative, is an example— 
‘igepon T’—and is a very powerful detergent and emulsifier :— 

C,;H,;;CO-N-CH,CH, SO,Na 


These compounds have not yet been reported as being used in dermatology. 
(6) Alkyl aryl sulphonates.—Generic formula: R-AR-SO,Na. 
The term ‘aryl’ is used to denote a grouping made up of benzene rings. 
‘Nekal BX’ is sodium di-butyl naphthalene sulphonate :— 
{~ 


AS 


(C,H,)s— p 
ang. 


SO,Na 
Mixed alkyl benzene sulphonate is used as the detergent agent in the ‘intraderm’ 
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bases. The alkyl group is unspecified but must be a long-chain one, and the type 


formula is :-— 
CnH n+, 


SO,Na 
The term ‘mixed’ means that whilst part is the para compound as shown above, 
xX X 
xX 
ortho and meta benzene sulphonates are also present. 
x 

These compounds are cheap, being made from petroleum by-products, are excellent 
detergents, and are stable in hard water and acids. 


(7) Sulphonated esters of non-fatty alcohols, e.g., a type formula :— 
R'-O-OC-CH, 


R*-O-OC-C-SO,Na 


H 
The most powerful known wetting agents. 


CATIONIC TYPES OF SURFACE ACTIVE AGENTS 
In the cationic types the active part of the molecule is a complex base con- 
taining a substituted long-chain alkyl group. The acid radicle is usually a 
halide or sulphate. These salts are unstable in alkalis. ‘The best known com- 
pounds of this type are of the quarternary ammonium group, e.g. cetrimide, 
B.P. (cetyltrimethylammonium bromide): 


CH, 


CATION ANION 


Another example is ‘fixanol’ (cetylpyridinium bromide). 

Cetrimide and other similar compounds are moderately strong detergents 
and are also good skin antiseptics, and so have found considerable use in 
medicine. They are neutral in reaction and non-irritating, and so are useful 
in dermatology for removing greasy applications, especially when there is 
also some infection present. 
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NON-IONIC TYPES OF SURFACE ACTIVE AGENTS 

These, as their name implies, do not ionize in solution. They have the ad- 
vantage therefore of being inert and free from incompatability, but they lack 
the power of the other agents I have listed and usually need small amounts 
of an ionic agent before they can act as emulsifiers. The resulting emulsion, 
however, has added stability, will stand treezing and the addition ot large 
quantities of electrolytes and acids or alkalis. Again, non-ionic agents are 
non-toxic (when applied externally), and although nothing definitely in- 
criminating has been demonstrated against the ionic surface active agents, 
it might well be safer to replace part of them by non-ionic agents in pharma- 
ceutical preparations as the latter become available. Examples are glycerol 
and glycol monoesters, e.g. :— 


Glycerol monostearate CH,OH 
CHOH 


CH,0-CO-C,;H,; 
‘Monolene’—propylene glycol monostearate—has been used as a suppository 


base :— 
CH, 


CHOH 
CH,0-CO-C,,H,; 


PRACTICAL ADVANTAGES OF EMULSIFIED BASES 
Goldsmith (The Practitioner, 1946, 156, 358) states that absorption, which 
he defines as the passage of substances through the epidermis into the blood 
stream, is mostly a function of the drug itself rather than of the vehicle, but 
absorption cannot occur unless the drug comes into contact with the 
epidermis in the first place. Emulsifying agents can and do bring this about, 
not only on the flat surface of the skin, but also by allowing penetration of 
the medicaments into hair follicles or sebaceous glands. Furthermore, the 
medicaments are usually carried there in solution as most are soluble in 
either oil or water. The most effective type of emulsion for a given drug is 
that in which the phase in which it is soluble is the continuous phase. 
Water-in-oil emulsions have been used for some time, and ‘ointment of 
wool alcohols and water’ (B.P.), containing 50 per cent. water in ointment of 
wool alcohols, makes use of a purified fraction of wool fat to achieve such a 
result. W/O emulsions, although cooling on first application and easily 
spreadable like all emulsified bases, still feel greasy and are the more difficult 
to remove. 

Oil-in-water emulsions when rubbed in ‘vanish’, leaving a clean non- 
greasy surface. They are easily removed later, carrying away any added dirt 
and grease with them, and so are useful as protective agents; and they do 
not soil clothing. They are particularly good for use in the scalp, although 
there is a danger that they may de-fat the hair and leave it very dry after- 
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wards. Most important of all, they are miscible with serum, sweat and skin 
discharges. 

Emulsifying ointment (B.P.) is a mixture of emulsifying wax (B.P.) with 
soft paraffin and liquid paraffin. This is not an emulsion, but the addition 
of water forms an oil-in-water one. Hydrous emulsifying ointment (B.P.) 
is the result of adding seven parts of water to three of the emulsifying oint- 
ment. This last name is unfortunate, for the preparation is a cream. It is 
important to remember when prescribing medicaments in emulsified bases 
that a smaller percentage is usually necessary than when the same agents are 
to be supplied in a paraffin base. 

Oil-in-water creams suffer from two practical defects: they dry up 
through evaporation when stored, and they are liable to grow moulds unless 
a preservative such as 1:1000 chlorocresol is added. Drying can be delayed 
considerably by the addition of propylene glycol. There is also the risk 
that the preparation may contain excess detergent and may then degrease 
the skin too much. This disadvantage of surface active agents is well seen 
with several of the newer household detergents which, although excellent 
and rapid cleansers and free from the alkalinity which causes other types to 
damage tabrics, nevertheless make the hands of the housewife very dry and 
rough, and not infrequently lead to dermatitis. It is thus quite illogical to 
treat such lesions with watery vanishing creams. Ointment of wool alcohols 
and water (B.P.) or lanoline make much more suitable bases. 

In acne, however, this detergent action is useful, and the combination of 
keratolytics such as sulphur, resorcin and salicylic acid with surface active 
agents in emulsified bases represents a definite therapeutic advance. There 
were also high hopes of similar success in ringworm of the scalp, and in hair 
follicle infections such as sycosis barbe, but although a few cases do seem to 
be helped dramatically and bases containing surface active agents should be 
tried, many patients with these conditions seem as resistant to topical 
therapy as in the past. 

Such surface active agents as have yet been used in dermatology do not 
seem to induce a state of hypersensitivity. However, more nitrogen-contain- 
ing compounds are being produced and it is possible that these may not be 
so innocuous as the simpler hydrocarbons. In conclusion, it is important to 
remember that the ionic agents may prove incompatible with a number of 
drugs they are in the future designed to carry; more investigation is needed 
along these lines. There appears to be no simple rule to help in the choice 
of any particular agent, nor in the amount needed to make a given emulsion, 
other than that a very little of any of the more powerful agents goes a very 
long way. 


THE GLYCOLS 
Whilst not true surface active agents, numerous members of the series of 
glycols have recently come on to the dermatological scene, and many of the 
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new emulsified and water miscible bases now include these substances. A 
short note on the glycols is therefore appended. 

The glycols are dihydric alcohols. The simplest is ethylene glycol (or ‘glycol’): 
CH,OH-CH,OH ; and the next on the scale, formed by substitution by a propylene 


group, is propylene glycol, a cheap by-product made from natural gases in the Texan 
oilfields: CH;CHOH,CH,OH. cf. glycerin: CH,OH.CHOH.CH,OH, a trihydric 


— glycol is a clear, colourless, odourless, slightly viscid liquid with a sweet 
taste. It is heavier than water and boils between 185° and 190° C. It is less viscid 
than glycerin, but otherwise in many ways very similar, and was introduced, first 
into cosmetics and later into dermatology, during the early years of the 1939-45 
war as a substitute for glycerin, which it now shows every sign of replacing. 

Propylene glycol is an excellent solvent, and will even dissolve tannic acid 
and small amounts of essential oils. Quinidine is soluble in it and this solu- 
tion can be given parenterally. It is hygroscopic and so is useful in o/w 
creams to slow down dessication and, in addition, it improves their texture 
and increases their spreadability. Unfortunately, when applied to the hair, 
propylene glycol makes it swell and become lank and heavy in the same way 
as does glycerin. 

Toxicity.—Although the glycols as a class are somewhat suspect because 
it seems possible that glycollic and oxalic acids might be formed by oxidation 
within the body and lead to subsequent renal damage, propylene glycol is 
remarkably non-toxic to animals, and the intravenous, intramuscular and 
oral minimal lethal doses for rats and rabbits are all greater than the 
equivalent minimal lethal doses for glycerin. Daily doses of 8 ml./kilo for 
fifty days did not give rise to any cumulative effects. No sensitivity to the 
drug has been reported. 


The polyethylene glycols.—By condensation, two molecules of ethylene glycol can 
combine to form diethylene glycol :—HO-CH,—CH,—O'H +HO-—CH,-CH,OH—> 
H,O + HO-CH,-—CH,—O-CH,-CH,-OH,;; still a dihydric alcohol but also an ether. 
Similarly, two molecules of diethylene glycol can be condensed together to give a 
quarternary ethylene glycol, and so more and higher polyethylene glycols can be 
produced; compounds with high molecular weights and no longer liquids but wax- 
like solids. 


These substances are marketed under the name of ‘carbowax’, the different 
types being distinguished by the addition in brackets of the molecular weight 
of the predominating polyethylene glycol present. The carbowaxes retain the 
chief properties of the simpler glycols; they are soluble in water, alcohol, 
chloroform and aromatic hydrocarbons (not in the aliphatic series), are 
hygroscopic, and are themselves good solvents for most water-soluble com- 
pounds and many organic compounds, such as the sulphonamides and 
salicylic acid. The different members of the series mix freely with each other 
and with propylene glycol. 





THE MORNING AFTER THE NIGHT BEFORE 


By C. ALLAN BIRCH, M.D., F.R.C.P. 
Physician, Chase Farm Hospital, Enfield; Lecturer in Medicine, North London 
Postgraduate Medical Institute. 


‘A drunken night makes a cloudy morning’.—Dr. Thomas Fuller’s Gnomologia 1732. 


THE symptoms which are generally implied by this title are mainly, but not 
entirely, attributable to alcoholic excess. Drowsiness, headache, nausea and 
a foul mouth are the chief symptoms. They are present on waking and may 
make the sufferer so miserable that he will swear to go ‘on the water waggon’ 
in future, although a few hours earlier he would have agreed that ‘Un repas 
sans vin est une journée sans soleil’. There is evidence from conversations at 
various gatherings that ‘hang-pvers’ are rarer than they used to be. Perhaps 
they are now too costly. 


MECHANISM OF THE ‘HANG-OVER’ 

This is complex, and whilst alcohol is the main factor, it is not the only one. 
The others which go with alcohol, such as smoking, bright lights, noise and 
dehydration from diuresis and the sweating of exercise and dancing, all 
play a part. There is also the personal constitutional or psychological factor. 
Some can attend several functions a week and drink liberally and yet feel 
normal each morning. In others a single late night would itself ruin the next 
day. The prime action of all the factors is on the nervous system. Almost 
all the effects of alcohol result from its depressant action on the higher nerve 
centres—the apparent early stimulant effect being attributable to depression 
of inhibitory impulses. 

Man therefore uses alcohol to depress the cerebral cortex as an aid to 
conviviality, and the early effects are to make him feel ‘a new man’. Since 
the new man wants a drink too, the intake is apt to be excessive. When, by 
next morning, the alcohol has been metabolized and excreted, the higher 
centres are responsive and the result is the ‘hang-over’. 

Liver damage was once thought to play a part, but the evidence that a 
single alcoholic bout can cause demonstrable change in the liver function 
tests is inconclusive. Prolonged consumption of alcohol can cause changes in 
the liver, but the action is an indirect one by leading to a diminished intake 
of essential food factors. There is reason to believe that a relapse of infective 
hepatitis will follow an alcoholic bout and that the tolerance for alcohol is 
diminished for some weeks after an attack of hepatitis. 

Mixed drinks. Many drinkers say that the ‘hang-over’ from mixed drinks 
is greater than that resulting from ‘single track’ drinking, and it is generally 
thought unwise to mix the products of grain and the grape. It is probable, 
however, that mixing is unimportant, provided the total alcohol content and 
volume are the same. Mixed drinks of different flavours, however, tempt the 
drinker to drink more. 
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Beer or spirits?—-Will a person who takes concentrated alcoholic drinks 
become intoxicated sooner or have a worse ‘hang-over’ than one who takes 
diluted drinks, assuming the time interval and total alcoholic intake is the 
same? Drinkers will argue ad infinitum on this point. It is, however, a fact 
that the maximum blood concentration occurs with a 30 per cent. aqueous 
dilution of alcohol. Higher and lower concentrations cause a lower maximum 
blood concentration. The slower absorption of higher concentrations is sur- 
prising, and probably results from damage to the gastric mucosa. 


PREVENTION 
Suggestions for avoiding the unpleasant after-effects of alcohol are as old 
as the hills and as numerous, and each drinker has his own scheme. Avoid- 
ance of excess is obviously important: ‘Drink not the third glass—which 
thou cans’t not tame when once it is within thee’ (George Herbert—The 
Church Porch). 

Some of the remedies of our ancestors seem fantastic. Thus the following 
quotation from Dioscorides is recorded in The Practitioner fifty years ago: 
‘For to avoid drunkennesse, take the lungs of an hog, be it bore or sow it 
matters not; in like manner of a kid and rost it; whosoever eateth thereof 
fasting shall not be drunke that day, how liberally soever hee take his 
drinke’. More modern concoctions of raw eggs and Worcester sauce are in 
the same category. 

More practicable measures are to take a large draught of water, lemonade 
or lime juice before going to bed. This will make getting up easier. It may be 
better to take water between draughts of wine; this is one of the oldest 
remedies and is mentioned by Pliny who says: ‘It is an excellent practice in 
drinking wine to swallow glasses of water at intervals’ (Hist. Nat. 23, 23). 
It is a good rule to get aspirin in before the ‘hang-over’ begins: three 5- 
grain (0.32 g.) tablets of aspirin or ‘disprin’ or two or three ‘veganin’ tablets 
should be taken before retiring. Some prefer proprietary combinations of 
aspirin and amphetamine, and may even take ‘dexedrine’ 10 mg. on retiring 
without its causing insomnia. 


TREATMENT 
This is best considered separately for three types of cases of different 
degrees of severity. 

Self-treatment of the occasional ‘drunk’.—The occasional ‘hang-over’ will 
disperse with time and may be helped by an effervescent saline, a cold 
douche to the head, and either ‘ veganin ’, 2 tablets, or ‘ dexedrine’, 5 or 10 mg. 
Patients react in different ways to dexedrine and so will find its effect by 
trial. Those who have drunk to relieve anxiety may find their anxiety 
increased by it. 

Treatment of the true alcoholic.—A true alcoholic is a person who has no 
control over himself where alcohol is concerned. He may drink so regularly 
that he hardly ever has a real ‘hang-over’, but if he does he may clear it by a 
morning drink (‘A hair of the dog that bit us last night’), and after a double 
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whisky will be as steady as a rock for a time. A combination of stout and 
sherry has a reputation as a ‘corpse reviver’. But more drinks will only im- 
prison him in a cage from which alcohol alone provides excape. For the true 
alcoholic the first drink is one too many, and after it a hundred drinks won't 
be enough. The only hope is for such a person to realise his position, namely, 
that he can never take alcohol with safety. He cannot handle his problem 
single-handed and so he should join with other ‘drunks’ who don’t drink 
any more, and become a member of ‘Alcoholics Anonymous’ (BM/AAL, 
London, W.C.1. Telephone Bishopsgate 9657)—a Society run by recovered 
alcoholics to help each other and those who wish to overcome alcoholism. 

Treatment of the case to which the doctor is called —When the doctor is 
called on the ‘morning after’ the problem is not always so straightforward 
and may be more than a simple ‘hang-over’. It is therefore important to be 
aware of all aspects of the case, as every experienced practitioner will be. 
Here are some of the points he should consider :— 

(1) Is alcohol alone responsible for the patient’s state? 

(2) Could methylated spirit have been taken? There may be a history 
of drinking it or a mixture such as ‘red biddie’. Coma is usually prolonged 
and, because methylated spirit and its oxidation product formic acid is con- 
centrated in the eye tissues, dimness of vision may be a later complaint. 
Treatment should be on general lines, including gastric lavage, and the 
urine should be maintained alkaline to litmus. About 10 grammes of sodium 
bicarbonate should be given every two hours. Estimation of the alkali 
reserve of the blood would enable the exact dose to be calculated. Palmer 
and Van Slyke showed that 0.026 g. of sodium bicarbonate per kg. body 
weight is required to raise the plasma CO, content by 1 volume per cent. 
The total amount in grammes needed to bring the alkali reserve back to 
normal is given by the formula: kg. body weight x 0.026 x (65 — CO, 
combining power). If used intravenously the solution must not be boiled, 
since this would convert bicarbonate into carbonate, which is toxic. A simple 
solution made from pyrogen-free water under sterile conditions is safe for 
intravenous use. Proprietary ampoules sterilized by filtration could be used 
instead. 

(3) Is this ‘hang-over’ only part of the picture of chronic alcoholism? If 
so, lack of vitamin B probably exists. Vitamin B, deficiency might make the 
patient liable to sudden cardiac failure. Since there is evidence that alcohol 
is oxidized by brain cells, and that nicotinic acid and riboflavine are members 
of the enzyme system concerned, it would be well to increase the intake of 
these factors also, if the ‘hang-over’ is more than an isolated event. Aneurine 
(vitamin B,) should certainly be given in a dose of 50 mg. intramuscularly 
for several days. The other major factors of the vitamin B complex should 
also be injected intramuscularly every day, namely, riboflavine (vitamin B,), 
20 mg., and nicotinic acid, 200 mg. 

(4) Is there a history of a fall when drunk and could the present picture 
be the result of head injury? Coma, mental confusion and loss of memory 
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can be caused by injury or alcohol. Remember what Osler said about cases 
of doubt between alcoholism and coma: ‘Better admit a patient to the 
hospital dead drunk than turn him away, to be discharged from the jail 
dead sober a little later’. In the conscious patient any unilateral loss of 
power points to a local rather than a toxic cause. 

(5) If dentures are missing, could they have been swallowed? or even, 
in the case of small ones, inhaled?—the larynx in some patients is amazingly 
insensitive. 

(6) Give a thought to the possible effects of any erotic adventures as- 
sociated with these alcoholic bouts. In a female an allegation of rape may be 
made, With the patient’s consent the evidence should be collected before it 
disappears. 

(7) It is not unknown for a young person to get a ‘hang-over’ from a first 
alcoholic bout to show evidence of a florid schizophrenia. The help of a 
psychiatrist and the duly authorized Mental Welfare Officer may be needed. 

(8) Occasionally, urgent inquiries may be made about a person on the 
morning after a drinking bout. The police or an employer may seek from the 
practitioner evidence about his patient so that a possible criminal may be 
apprehended. What should the practitioner say? He should never be 
stampeded by the emergency atmosphere or ‘official’ environment into 
saying something he would later regret. If he does speak and tells the truth 
he need not fear prosecution, for he will be legally correct. But he may be 
ethically wrong, and on this conflict between law and ethics he must make 
his own decision. If the person about whom information is sought is in a fit 
state to be consulted his permission to disclose the facts must be obtained. 
Otherwise the practitioner would be wise to regard his knowledge as con- 
fidential and to disclose it only if refusal to do so might be contrary to the 
public interest or might render him liable to be charged as an accessory. 

(9) Should a doctor be called because someone has been found dead on 
‘the morning after’, two evanescent pieces of evidence should be obtained. 
Some urine or blood (or other fluid) should be collected in case alcohol 
estimation is called for. The rectal temperature should be taken. This may be 
useful in finding out when death occurred. Since the rate of fall of body 
temperature after death is approximately 1.5° F. per hour in average room 
temperatures, the number of hours since death is given by the formula 


1.5 
The result if demanded should be interpreted with caution. 


CONCLUSION 
It is clear from this discussion that a ‘hang-over’ sufficiently severe for the 
doctor to be called on ‘the morning after’ is more than a trivial concern. 
Alcohol may be only a part of a picture the fuller content of which the 
practitioner will detect. He will recognize the beginnings of the alcoholism 
and try to rescue his patient from its clutches. 





THE MECHANISM OF TELEPATHY 


By C. G. LEAROYD, M.R.C.S., L.R.C.P. 


FRoM Saul to Hitler we are familiar with the great ones of the earth slinking 
off on the sly to fortify themselves by consulting the occult, but when 
Professor J. B. Rhine lectured to the Royal Society of Medicine on what are 
known as the Psi phenomena, i.e. telepathy, clairvoyance and psychokinesis 
or the action of the will on inanimate matter, it was as though the Witch of 
Endor came openly to one of Saul’s camp-fires and mystified the soldiery 
with the three-card trick. 

For twenty years, with admirable persistence, Rhine has been investigating 
these matters chiefly by the statistical analysis of the results obtained with 
the Zener pack of cards. These are of ordinary playing-card size and shape, 
but have only five symbols—Circle, Cross, Square, Star and Wavy lines, 
five of each, so that the pack consists of twenty-five cards. Chance guessing 
at the cards which somebody was turning in the next room would give 
five correct guesses in going through the pack, but Rhine has found that 
many people can consistently score more highly than this. 

The best record was obtained by a girl who averaged eighteen correct shots, with 
one perfect score of twenty-five, in a series of seventy-four runs through the pack, 
the sender being five hundred yards away and turning up a card and concentrating 
on it at stated times, his watch being synchronized with that of the girl. It is signifi- 
cant that she suffered from hyperthyroidism and presumably had the increased 
awareness of that condition, and that when she was cured she lost this apparent 
power of telepathy. Her performance was very exceptional; probably the average 
successful experiment would be a consistent seven, compared with the chance five. 

In well over a million experiments for which Rhine has been responsible 
it has been found that the ability to score consistently above average is much 
the same whether the cards are seen by another person or not, whether the 
pack is left undisturbed or the cards turned one by one, that is to say tele- 
pathy and clairvoyance are the same or closely allied gifts. Distance makes 
no difference; it does not much matter whether the cards and the person 
who is trying to read them are in the same room or a thousand miles apart. 
This strange ability, which has been called ‘extra-sensory perception’, is 
influenced favourably by stimulants like alcohol and caffeine; unfavourably 
by narcotics like sodium amytal; it is increased by interest, competition and 
the enthusiasm of the conductor of the experiment; decreased by his dis- 
couragement and a subject’s lack of keenness. Some subjects have scored 
consistently below the chance five and this too is said to be mathematically 
‘ significant’. Some subjects have shown an ability to guess the card one or 
two ahead of the card being guessed at; this is called ‘prognostication’, and 
is held by Rhine to indicate that the mind can reach beyond time. 

Apart from the card experiments Rhine has also proclaimed a strangely 
similar gift which can influence moving matter. By ‘willing’ mechanically or 
July 1951. Vol. 167 (65) 














66 THE PRACTITIONER 


hand-propelled dice to turn up, say, double sixes in hundreds of thousands 
of experiments he has shown that statistically significant results are obtained 
as contrasted by what one would get from chance. Though if psychokinesis, 
as they call this alleged power over inanimate matter, exists, why it can’t 
demonstrably tilt a delicate balance as a tenth of a grain will do, or, if it can 
only act on the wing, as it were, why it can’t amplify the swing of a delicate 
pendulum, it is hard to understand. And if telepathy is a real function of the 
mind, independent of distance, why in that mass of human longing far 
away, provided by prisoners of war, it was not apparent, seems strange. 
One begins to suspect that the truth-transforming qualities of mathematics 
are at play. 

Far more work has been done on these Psi phenomena than on any other 
psychological subject: a department of what is called Parapsychology has 
for many years been in existence at Duke University, North Carolina; much 
work has been done on them at other universities both here and in America; 
there is an enormous literature including a Journal and Rhine’s three books; 
and there are thousands of chelas of the cult. Their creed is that here is a 
mysterious human power, not subject to the physical laws of space and 
time, that can travel from Duke to Yugoslavia and read through a down- 
turned pack of cards with some success, that can anticipate what will be in 
someone’s mind in future time, that can influence the movement of rolling 
stones by will alone, a gift that works at a distance without any known send- 
ing apparatus, that receives from afar without any known receptors. 

The purpose of this article is to state the belief that the mathematics 
which are the life-buoy of this creed are fundamentally wrong; that the Psi 
phenomena are in the main subjective and due to the subjects being in a 
state of self-hypnosis; that certain primary sensations are conveyed tele- 
pathically and these act as starting-points for sequences of thought that give 
the illusion of detailed telepathy; that much of Rhine’s and other psychical 
phenomena, and the urge to believe in them, depend upon man’s amazing 
power of visual imagery, which for many thousands of years was his an- 
ticipatory sense, a sort of feeler in time and space, and was used for safety 
purposes and for finding food and fuel. 


A homely and urban example of the former is that of a mother who from her 
window watches a telegraph boy cross the road, during which time she sees her son 
in a heap of twisted metal which had been his bicycle, visits him in hospital, attends 
the Coroner’s inquest, sits by his grave, grows old and handles faded photographs 
—all this before the telegraph boy whistling passes by; an example of the latter is 
that of the man who smells the wind, sees in his mind’s eye fat trout rising and 
hurries to the stream. 


THE TRUTH-TWISTING OF MATHEMATICS 


My quarrel is with the mathematicians’ hypothetical conception of ‘pure- 
chance’ conditions, the Colonel Bogey against whom all Rhine’s results have 
been matched. In this world of causation there is no such thing—every grain 
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of sand on the seashore is in its position by the compulsions of gravity, tide, 
wind, rollability, the shapes of its neighbours, and a dozen other factors and 
forces. Its resting place may be incalculable and unpredictable, but chance, 
if the word has its usual meaning, has nothing to do with it. The ultimate 
position of Rhine’s mechanically propelled dice depends among other 
factors upon their initial stances and relative positions, their biases, the tilt 
of the roller or cup, their cannoning and electric potentials and the patchy 
resilience of the table’s surface which they strike. In the same way with the 
cards it would be a poor microscopist who couldn’t find a hundred differ- 
ences between any two of them, in glaze and finger-print and weight, in 
plane that is hollowed or bulges, in edges never straight, all bearing the biases 
of the machines that made and printed them and of the clammy fingers that 
handled them, all looking very much the same to that poor octave of eletro- 
magnetic vibrations that give us sight, but if they were tennis courts for ants 
they would all play differently. Now we must not be misled by the 
mathematician’s loose and airy assurance that all these differences will cancel 
each other out. They won’t; some of the factors and forces are continuing 
and dominant, and in a long series of recorded dice throwings and card 
shufflings their influence will be repeatedly expressed, and as the wind 
leaves a rippled sand, so here too there will be a pattern, the essential of 
which is a repetition of sequences. Now I suggest that it is a very different 
matter guessing one’s way through a faraway pack of cards which are ar- 
ranged in a pattern and through one where every card has an equal chance 
of being anywhere in the pack—an impossibility in this world of causation. 
Besides, as I hope to show, it is not a question of guessing one’s way through 
a patterned pack, but of superimposing on it a human pattern of guesses. 
But before we deal with this, just a word about the human side of Professor 
Rhine himself. 
PROFESSOR RHINE 

No one could help admiring Rhine’s earnestness and tenacity, but like all 
marked human qualities they tend to destroy a sense of proportion. Reading 
through his “The Reach of the Mind’ one would not gather that he is aware 
that man is a mammal who for millions of years has used his senses to make 
his widening way, that the key to his structure is function, that use deter- 
mines the area of his brain’s cortical representation, that he is built on 
strictly utilitarian lines, an animal evolved by necessities. 

We know something of the mechanism of the wonderful and hard-earned 
gift of sight, of the seven million cones and hundred million rods in each 
retina, of the many million fibres each with its own insulating sheath in each 
optic nerve; we know something of the miracle of wiring which connects 
these with the visual realization of our surroundings; but here, according to 
Rhine, is a greater gift, whose trinity consists of telepathy which can trans- 
mit and read thought over thousands of miles, of clairvoyance which can 
penetrate walls, span mountain ranges and oceans to read symbols on packs 
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of cardboard, and of psychokinesis which can move stones by will alone, a 
gift without any known anatomical basis, although both transmitters and 
receptors would be necessary. Surely, to put it feebly, this gift is highly 
improbable. Yet many believe in it and I consider that there are two main 
streams of error which make them do so:— 

(1) Psychology was out of Metaphysics by Science, and this infant, 
Parapsychology, is out of Psychology by Mysticism. 

(2) In order to get away from the indefiniteness and undemonstrability of 
the usual clairvoyant and telepathic experience, Rhine has had to descend 
to these rather belittling card and dice guessing games and has been caught 
by a mathematical trick into believing in phenomena which, as he puts it, are 
‘discoverable only by the delicate method of statistics, but reliable enough 
to allow for a large accumulation of confirmatory data’. But, my dear Rhine, 
error can also be cumulative. 


THE HUMAN PATTERN 

When a subject concentrates on a distant pack of cards, trying to read 
through them as they inert lie, or when he strives to read the mind of some- 
one who is looking at a card, or when he strains to will the final resting upper 
face of rolling dice, according to his eagerness and belief in himself to that 
extent he is reduced to one sensory line or to one emotion and, to that extent, 
he is in a state of self-hypnosis. Three relevant results may be considered: 

(1) He assumes a more primitive state of mind. When a flock of birds or 
a shoal of fish turn and twist as one we can either explain it as being due to 
some marvellous telepathic process or to mercurial obedience to one leader 
or, most probably, to their minds being very much the same and reacting in 
the same way to the same stimuli. Our concentrating subject will become 
more like the bird or fish, one sense alone will hold him like the hypnotist’s 
ring and almost always it will be the visual. In a previous essay,* “The 
Texture of Thought’, I pointed out that a child thinks in coloured pictures, 
caricaturish to adult eyes, with olfactory and tactile accompaniments and 
occasional auditory captions. The condensing thought processes of the adult 
are unknown to the child. In these efforts at self-hypnosis the subject will 
tend to revert to the more standardized method of child thought and even 
playing cards will assume character—the roseate bossiness of the King of 
Hearts, the clovery clubs, the prickliness of diamonds, the two-way pointing 
spades, the sternness of aces, the simplicity of twos, the fascination of sevens, 
and the naughtiness of knaves, one card will tend to suggest another either 
from similarity or oppositeness or as in some sequent story. Nothing can 
ever come into the mind by chance, it must either come in sequence from a 
preceding thought or be started from some external stimuli when a new 
sequence of thought will be set in motion. Pace Rhine, there is no such thing 
as ‘random guessing’. 
* The Practitioner, June, 1947, 158, 497 
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(2) It is trite to point out that consciousness is a stream, that one item 
suggests another, and that such is the rapidity of thought that we often 
fail to connect the item in our minds with its grandfather of five seconds 
ago. Now one of the characteristics of hypnosis is that the subject is very 
suggestible and if left alone his train of thought will continue from a sug- 
gestion of the hypnotist or from his own suggestion of clairvoyance or 
telepathy or what not if self-hypnotised, with demonstrable accuracy with 
regard to time (e.g., by telling a subject to take his boots off in 5000 seconds, 
which he does) and probably with similarity with regard to content. After 
all, the social function of hypnosis is unity of thought and action. 

Perhaps the remarkable pictures drawn by his wife in Upton Sinclair’s 
‘Mental Radio’—attempts to copy unseen pictures drawn by him and other 
people by a woman who, as he tells us, knew his mind, scanned every line 
he wrote, and from whom he had no secrets—are to a certain extent ex- 
plicable on these lines, that she followed his train of thought; one has to 
explain them only to a certain extent because they were only to that extent 
successful. The closer the association between a subject and sender in 
telepathy, the more likely it is that the chain of thought will coincide. 
Gilbert Murray did best at guessing scenes from history when his daughter 
was among those ‘willing’ him, and in the experiments with foreign countries 
conducted from Duke University it is significant that the best results were 
obtained with England, where a common language might conduce to a 
similar train of thought. 

I suggest then that these two results of self-hypnosis, the approach to 
the more standardized child thinking and the sequence of thought coming 
from a common origin, will tend to give similar patterning of sequences, 
which when superimposed upon the more mechanical patterning of cards 
or dice will give all sorts of constant deviations and erroneous impressions 
of prognosticatory power. Mathematicians have said that odds against 
Rhine’s vast results being due to chance are millions to one, and if they are 
using the word ‘chance’ to mean ‘coming without causation’ one is whole- 
heartedly in agreement with them. 

The fact that some very mammalian force is being employed in these 
experiments is shown by the curve of their success. In hundreds of 
thousands of these experiments it has been shown that they are most suc- 
cessful at the beginning, least successful in the middle, and improve 
towards the end—if the subjects know they are approaching the end. 
Rats learning mazes and boys learning a set of Latin verses show the same 
curve of endeavour. It measures, of course, the degree of self-hypnosis and 
concentration. That is why Rhine says that telepathy, clairvoyance and 
psychokinesis seem to be the same gift. They are. 


THE HEART OF THE MATTER 


(3) Thirdly, and this is the very core of the whole matter, there is abundant 
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evidence that certain primary sensations, of taste and smell, of colour and 
of pain, can be conveyed from the hypnotist to a hypnotized person far 
away. Janet’s classical experiment, when he tasted salt, cinnamon and 
other substances which were at the same time tasted by the hypnotized 
person who was at a considerable distance, is well known. Dr. Mayo, F.R.S., 
a hundred years ago recorded similar experiments, but mankind does not 
dally long over that which it does not understand and they are forgotten. 
It seems to me that here is a primary form of communication which has been 
overlaid by or incorporated in more efficient ones, but which might easily 
be the means of initiating a sequence of thought which would give an 
erroneous impression of detailed transference of thought. 

The mechanism is unknown. The obvious explanation that the electro- 
magnetic waves generated by the impact of salt on Janet’s taste-buds were 
sui generis transmitted to the taste-buds of the hypnotized person meets 
with violent objections from the physicists. My own hypothesis, which is 
very much in larval form, is built as follows: I asked Dr. Jewesbury of 
St. Thomas’s Hospital if there were any changes in the electrical activity 
of the brain as recorded in the electro-encephalogram when a person in- 
dulged in vivid mental imagery. He answered: 


‘I thought that you might be interested to see a tracing which I have done on a 
student aged twenty-three this morning as I gave him some special subjects for 
thought at noted times on the record. You will see that he has a normal alpha rhythm 
at ten cycles per second, which is best seen in the occipital leads (nos. 5 and 6). At 
the point marked A, I asked him to visualize a pleasant restful scene and suggested 
to him thoughts of a seascape, with a calm blue sea on which are white sailing boats, 
golden sands and green fields with flowers beyond, birds flying overhead. He con- 
tinued to visualize this scene for about fifty seconds. At the point B he was asked to 
visualize an unpleasant scene, and I suggested to him a traffic accident, which had 
suddenly happened. A child had been run over, was badly hurt and bleeding freely. 
The blood was running into the gutter. After this somewhat morbid exercise he was 
asked to think of a scene familiar to himself and he concentrated on the details of 
a room well known to him. None of these three indulgencies produced any change in 
either the frequency or the voltage of the alpha waves. Nor did any other waves 
appear. In order to compare this with the possible effect of simple concentration I 
then asked him to count from one to twelve. This, as you see, produced no change in 
the record. He then counted from twenty backwards, leaving out alternate numbers. 
During this procedure there was a little flattening of the dominant rhythm. Finally 
he subtracted seven from a hundred, continuing to take seven from the answer. 
This produced more definite decrease in voltage of the dominant rhythm. Opening 
the eyes produced still more definite blocking of the rhythm. 

I hope this record may interest you and it confirms the general impression that 
emotional activity has no pronounced effect upon the dominant alpha rhythm 
although intellectual activity or visual stimulation may tend to block it’. 


That is rather what one would expect. We know that we cannot day- 
dream and observe at the same time, although the processes can swiftly 
alternate; one cannot smell and imagine a smell at the same time, the 
reality always takes precedence; the visual or olfactory apparatus can be 
used in either one way or the other, but not in both ways at the same time. 

I postulate an earlier state, possibly of pre-mammalian life, when a 
pattern of electro-magnetic waves gave awareness of one animal to another, 
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even as it does now with human beings, but without their developed intri- 
cacies of optic and auditory nerves and still mysterious cerebral trans- 
formers. In that state it would have a survival value to know how some sib 
fared or was threateried. Then it may be that it was the cessation of some 
element in the electro-magnetic pattern of waves rather than the alarm bells 
of pain or the joy bells of finding fodder that acting like a catalyst changed 
pattern after pattern, and thus worked from a distance. This surely is the 
core of the matter and howls for research—by re-demonstrating the 
phenomena, by trying it on insulated subjects in leaded rooms, by trans- 
mitting sensations of colour to colour-blind subjects, of localized pain to 
subjects who are anzsthetic in that area, by inquiring whether the skin is, 
as I suspect, a receiving organ, by hundreds of experiments more profitable 
than guessing games at cards. 

Finally one should remember that in hypnosis the senses are latent to 
stimuli except those coming from the hypnotist. 


rHE VAST IMPORTANCE OF VISUAL IMAGERY 

If psychology had sprung from natural history and not from metaphysics 
it would have emphasized the enormous importance of imagery, especially 
of visual imagery in human survival and triumph. Curiously, in the 
scholarly and the erudite, who possibly esteem themselves the pinnacles of 
that triumph, it is most atrophied. It is an anticipatory sense, and even in 
urban life the man who hurries to the station sees himself buying a ticket, 
and the student who goes to the examination has already many times faced 
phantom examiners and their baffling questions. There is a biological urge 
to see at a distance of time and space and it will seize on any information 
to make the picture more real, it will repeatedly modify the picture to fit 
the facts; it is this urge that has held Rhine’s men and women to his tables. 
It has supplanted or implemented the older method of telepathy; in a 
thousand ways it scouts for and shields its possessor, who almost always is 
unaware of its hourly miracle. The gift of imagination not only shows him 
the dangers that beset him and the happinesses that may reward him, but 
also goes before him in his daily life as a sort of feeler in time. 

During the many thousand years when modern man was forming, his 
chief preoccupation throughout the year was finding food. In this, visual 
imagery must have been of the greatest importance: he saw the berries or 
grubs or fungi or small animals which were his daily bread, he saw them 
with desire and obsession, he saw them as he searched, incorporating every 
bit of hear-say knowledge and experience of them in his vision. The avoid- 
ance of treading on pavement lines, which the psychologists call an obsession, 
comes, of course, from countless generations of men who tiptoed a million 
tracks and avoided twigs. 

The mind cannot see and imagine at the same time; these functions 
alternate, and as a man searches, the vision keeps returning with renewed 
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insistence. The mechanism of searching with the eyes and other senses and 
having the target intermittently in one’s mind as imagery may be forgotten 
by those atrophied and urban adults with stored food, modern men, but is 
commonly seen in their youth, a mechanism moulded into man because by 
its implementation the men who live today have survived. 


When I was a boy at Merchant Taylor’s School I was a collector of Lepidoptera 
—entomologist’ would be too grand a word. At one time I conceived a desire for a 
Brown-tail moth. Now this is a cousin of the Yellow-tail, which is common, but the 
Brown-tail is rare and found only on the East coast. I became obsessed with desire 
for it. 

Now these obsessions do not come suddenly, they grow, they pick up bits 
of information about the desired thing and modify the picture, which is a 
close-up and keeps coming back. 

My picture of the Brown-tail was of it in larval form, for it was springtime. I 
thought of hawthorn bushes by some sandpits at Burnham-on-Crouch which I had 
seen in the holidays as a likely spot for them, and as the images kept recurring | 
saw them with clearness there. These episodes work to a crisis, and one week-end | 
bicycled forty miles to this place, my mind spurred by the comforting vision of 
thousands of Brown-tails. I found the clustered larve in their tent very much as | 
had imagined them—but with some strange difference—and such findings are among 
the greatest joys life can give. I brought them back and the science master, Mr. 
Simpson, who was an entomologist, thought they were probably the larve of the 
Yellow-tail. ‘How do you know they are Brown-tails?’ he asked. I didn’t know how | 
knew, but they were, for we reared them. 

In the more artificial stamp collecting you get the same intense attraction 
for some slight variation of the common; if a penny stamp has the King’s 
head upside down then it becomes the holy grail of desire. I suggest this 
dates from the time when a new variety of a common food might be more 
important to man as a species than a third world war would be today. 


On another occasion I became obsessed with a desire for that beautifully demure 
insect, the Peach-blossom moth. For five or six mornings I got up at four, biked ten 
miles to Epping Forest, and searched an oak fence where I had seen it in imagery, 
and got back for nine o’clock school. I found it on the last morning as I had imagined 
it—but with some strange difference—and felt the same exulting joy. 

Eventually one gets good at finding a few species. There was a boy in my village 
at home who had a gift—‘knack’ would be too slight a word—for finding dormice, 
which I greatly admired, but never acquired myself. I know a man who is a genius 
for finding Puss-moth caterpillars and another who has a clairvoyant eye for the egg 
of the Brown Hairstreak. 

Showing how localized these obsessions are, the far more beautiful foreign moths 
failed to interest me; indeed in a vague way with their gaudy colours, weird shapes 
and sizes I felt they were rather repellent, not quite playing the game. Compare this 
with a stamp collector’s ‘I collect only British Colonials’. 


I think probably all forms of collecting derive from food and fuel finding, 
and intense visual imagery is its chief instrument. Other forms of imagery 
are employed to a lesser extent: the egg collector feels the oval glory of the 
eggs whose fascinating spots he visualizes. Eventually one gets good at 
finding several things; a specific ability, not a general one. In my old age I 
think I can claim to be rather good at finding perhaps a dozen birds, insects 
and plants. There is a butterfly called the Speckled Wood, very common in 
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some parts, but absent in others. It has always fascinated me as it has the 
engaging habit of playing with the sunbeams in a glade, tumbling down 
them, pretending to be a falling leaf. I have found it in two parts of England 
where it was unknown. 

Down at Dungeness the other day I met an elderly ornithologist who was 
lamenting a boy’s easy faculty for finding eggs. He had forgotten the intense 
longing with its enticing imagery that goes on recurring again and again, 
almost interminably in the slowly moving clock of youth, that builds this 
faculty. 

The imagery of the quarry is the attraction of fishing and shooting and 
is often accompanied by a storing lust for quantity. 

I suggest then that it is these compelling urges that have provided the 
vital core to Professor Rhine’s twenty years of experimentation and that 
they would have been excessively dull without them. 

In addition to this food- and fuel-finding imagery, mental pictures of other 
members of a tribe or clan must have had considerable importance and some 
survival value. Pictures of intimates occurring in all the members of a small 


group, imaginary conversations in character, constantly modified by mood 
and changes in seasonal topic, may well have produced mental processes and 
sequences of thought that are so similar as to give the illusion of detailed 


telepathy. 


SURVIVAL AND IMMORTALITY 

In Carington’s “Telepathy’, in Sir W. F. Barrett’s summary ‘Psychical 
Research’, and in Rhine’s books there are chapters or sections on im- 
mortality or survival. These seem singularly out of place when the evidence 
is culled from rather trifling guessing games with cards and dice, especially 
as what evidence there is points to man’s past rather than to his future state. 
It places these authors in direct sequence with all the occultists from the 
dawn of human history, and reminds us that we are the anthropological 
material of future men. The desire for survival is so obviously an extension 
of the biological urge to live. 

Yet, in the chains of causation which give rise alike to cosmic immensities 
and to the little affairs of man, and even to the positioning of Rhine’s cards 
and dice, continuing and dominant forces will make a pattern, and the 
essence of a pattern is repetition. ons and wons ago the reader may have 
been yawning his way to the end of this identical essay; eons and zons 
ahead, although worlds may vaporize and fuse and start again between, he 
will be doing the same thing. God in his mercy hath ordained that the mind 
of man shall not gauge nor human memory span these gulfs of time. 








CURRENT THERAPEUTICS 
XLIII.—THE CLINICAL USE OF AUREOMYCIN 
By PERRIN H. LONG, M.D., F.R.C.P. 


Professor of Preventive Medicine, Johns Hopkins University School of Medicine ; 
Physician, Fohns Hopkins Hospital. 


AUREOMYCIN, which was first described by B. M. Duggar (1948), is an anti- 
biotic possessing wide antibacterial and certain antiviral properties. It is 
produced during the growth of Streptomyces aureofaciens. As an antibiotic 
it has proved to be stable under a wide range of climatic conditions, to be 
relatively non-toxic, and to be highly effective in the prophylaxis or treat- 
ment of numerous infectious processes. It can be administered easily to 
patients either by the oral or by the intravenous route. 


CLINICAL PHARMACOLOGY 


The practitioner and the specialist must have an understanding of the 
clinical pharmacology of aureomycin to enable them to use it wisely, 
economically, and effectively. The exact chemical structure of aureomycin 
hydrochloride is not known. To date it has not been possible to devise a 
chemical test for measuring this antibiotic in body fluids and tissues. All 
studies which have been made upon the absorption, distribution, and ex- 
cretion of this antibiotic in body fluids and tissues have been done by bio- 
logical methods, which give relative but not absolute values. This has been 
especially important with aureomycin because the antibiotic deteriorates in 
bacteriological culture medium and in withdrawn body fluids at 37° C. As 
a matter of fact, it is my opinion that biological tests, as ordinarily done in 
clinical laboratories to determine the amounts of aureomycin in body fluids 
or tissues, are so inaccurate that it is not worthwhile doing them as routine 
procedures. They add little, if anything, to the knowledge which the careful 
clinician already possesses about his patient. 

When aureomycin is administered by mouth in a single moderate-sized 
dose, maximal absorption, as measured by its concentration in the blood, 
takes place in from two to eight hours, and detectable quantities of the anti- 
biotic may be present in the blood serum for at least twelve hours. Emulsions 
of liver, kidney, spleen, and lungs of patients who have died while receiving 
aureomycin show varying amounts of the antibiotic. Little is known about 
the distribution of aureomycin in the extracellular water of the body. It is 
believed that it penetrates at least certain cells, because otherwise it would 
be difficult to explain the action of aureomycin on Rickettsia. The antibiotic 
does not easily pass the blood-brain barrier in normal human beings. When 
infection of the meninges occurs it is possible to detect it in the spinal fluid. 
It passes into the bile in fair quantities. Appreciable amounts can be detected 
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in the cord blood of infants whose mothers are receiving aureomycin at the 
time of their birth. It is also found in the milk of nursing mothers who are 
receiving the antibiotic. From 12 to 15 per cent. of a single dose of aureo- 
mycin can be detected in the urine, in which it may be excreted for as long as 
seventy-two hours, following a single dose. Concentrations of several 
hundred micrograms of this antibiotic are easily obtainable in the urine 
following moderate or repeated doses of aureomycin. Scrota and Saltzman 
(1950) showed that the urinary concentration of aureomycin in an individual 
who is receiving the antibiotic was directly proportional to its concentration 
in the plasma, and is inversely proportional to the urine flow. The renal 
clearance of aureomycin was found to be higher when the antibiotic was 
given by mouth than when it was administered by the intravenous route. 
Furthermore, the clearance of filtrable aureomycin approximated that of 
simultaneously performed inulin clearances. I have noted that impaired 
renal function does not greatly alter the excretion of aureomycin. When 
multiple doses of crystalline aureomycin, spaced at six-hourly intervals, are 
given by mouth, concentrations of 2.5 to 20 micrograms of the antibiotic 
have been noted in the blood serum. The greater the dose in terms of 
milligrams per kilogram of body weight, the higher the concentration of the 
antibiotic will be in the body fluids and tissues. 

Following an intravenous dose of aureomycin, maximal concentrations of 
the antibiotic in the blood are reached within five minutes, whilst detectable 
amounts may be noted for as long as twelve hours. Relatively small amounts 
of aureomycin, when injected by the intravenous route, will produce ex- 
cellent concentrations of the drug in the blood of the patient. This finding is 
of importance to the practitioner when he is considering the use of aureo- 
mycin in critically ill patients. It can be seen from the foregoing discussion 
that, although much data is in hand concerning the clinical pharmacology of 
aureomycin, further delineations in this field probably await the determina- 
tion of the exact chemical structure of aureomycin, and the development of 
accurate chemical tests for its detection. It can, however, be said that aureo- 
mycin is well absorbed when administered by mouth, it is probably dis- 
tributed in both the intracellular and extracellular fluids of the body, it is 
excreted mainly in the urine, and that the majority of aureomycin as such is 
destroyed in the body. There is no evidence that renal dysfunction seriously 
disturbs the excretion of aureomycin in the urine. 


MODE OF ACTION OF AUREOMYCIN 


Aureomycin acts primarily as a bacteriostatic agent against micro-organisms 
which are susceptible to its antibacterial effects. Jn vitro, however, when 
susceptible micro-organisms are exposed to high concentrations of aureo- 
mycin, a bactericidal or killing effect may be noted. The fact that the main 
action of aureomycin is to decrease the rate of multiplication of invading 
micro-organisms in infections susceptible to its therapeutic effects means 
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that this antibiotic changes the balance in the infection, so that the natural 
and acquired defence mechanisms of the body can get the upper hand. 
Practitioners must exercise careful clinical judgment in determining when 
the administration of aureomycin may be discontinued in any given patient. 
Stopping the antibiotic prematurely may be followed by a relapse. There are 
no hard and fast rules concerning the concentrations of this antibiotic in the 
blood which are desirable for the treatment of various types of infectious 
processes. Suffice it to say that, if the dosages of the antibiotic which will be 
recommended later in this report are employed, clinically effective con- 
centrations of aureomycin should be present in the body tissues and fluids 
of the patient. 


DEVELOPMENT OF RESISTANCE TO AUREOMYCIN 
Susceptible micro-organisms may develop varying degrees of resistance to 
the antibacterial effects of aureomycin. Currently, it would appear that the 
development of resistance to this antibiotic is dependent upon the selection 
and propagation of the more resistant members of any bacterial population, 
or upon the adaptation of micro-organisms to certain concentrations of 
aureomycin. Rapid mutation to highly resistant forms does not seem to occur 
with aureomycin. An interesting point, which has been noted by Jacques 
Monnier while working in our laboratories, is that micro-organisms which 
develop some degree of resistance to aureomycin in vitro also show re- 
sistance, but in a somewhat lower degree, to chloramphenicol and terra- 
mycin. Also, it is of importance to realize that the degree of resistance to the 
antibacterial effects of aureomycin is much lower than that often noted with 
strains of micro-organisms which are, or become, resistant to penicillin or 
streptomycin. Furthermore, bacteria which develop some degree of re- 
sistance to aureomycin generally revert in a relatively short time to their 
former level of susceptibility to this antibiotic when they are removed from 
its environmental effects. There is no evidence that organisms exposed to 
aureomycin develop resistance to the antibacterial effects of either penicillin 
or streptomycin. 


CLINICAL USE OF AUREOMYCIN 

Aureomycin has a wide range of effectiveness in the treatment ot many types 
of infections. In the succeeding paragraphs an attempt will be made to 
evaluate its place, relative to other currently used antibiotics, for the systemic 
treatment of infectious processes which are known to be susceptible to its 
therapeutic effects. These evaluations, which are based on laboratory and 
clinical observations of the effectiveness and toxicity of antibiotic agents, are 
subject to change as more data become available, or new antibiotics are 
developed :— 

Group A hemolytic streptococcal infections.—Penicillin G remains the 
antibiotic of choice for treating hemolytic streptococcal infections. Aureo- 
mycin is also very effective (Brenk ef al., 1951). 
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Group B hemolytic streptococcal infections.—Penicillin G is preferred. 
Aureomycin is effective. 

Infections due to streptococcus viridans.—Penicillin G is the antibiotic of 
choice, if the infecting organism belongs to those species of Strep. viridans 
which inhabit the rhino-pharynx. If the organism belongs to the entero- 
coccal group, aureomycin is the drug of choice. 

Non-hemolytic streptococcal infections.—If enterococcal in origin, use 
aureomycin; otherwise employ penicillin G. 

Staphylococcal infections.—An increasing number of infections due to 
staphylococci are resistant to the therapeutic effects of penicillin, because 
the organisms causing these infections produce penicillinase. For this 
reason, aureomycin is recommended as the antibiotic of choice for the treat- 
ment of staphylococcal infections. 

Pneumococcal infections.—Penicillin G is the antibiotic of choice, with 
aureomycin second. 

Meningococcal infections.—Penicillin G is the antibiotic of choice. Sulpha- 
diazine or sulphamethazine is very effective. 

Gonococcal infections.—Penicillin G is the antibiotic of choice. Aureo- 
mycin, chloramphenicol, terramycin, or streptomycin will cure acute 
gonorrhea. 

Clostridial infections.—Penicillin G may be used as an adjuvant to com- 
petent surgical management. 

Diphtheria.—This disease must always be treated with an adequate 
amount of antitoxin. The concomitant administration of penicillin G will 
decrease the convalescent carrier period. 

Anthrax.—Aureomycin and penicillin G appear to be equally effective. 

Coli-aerogenes bacillary infections——Aureomycin, chloramphenicol, and 
terramycin seem to be equally effective in these infections. 

Infections due to Ps. ceeruginosa (B. pyocyaneus).—A preparation of poly- 
myxin is the most effective antibiotic. Aureomycin, chloramphenicol, and 
terramycin are not very effective in infections of the tissues produced by 
Ps. aeruginosa. Sometimes they are of value in the therapy of urinary tract 
infections produced by certain strains of this organism. 

Proteus bacillary infections.—Aureomycin, chloramphenicol, and terra- 
mycin are not very effective. 

Salmonella infections —Chloramphenicol is the antibiotic of choice for the 
treatment of typhoid fever. Aureomycin and terramycin are not effective. 
None of the antibiotics has given consistently good results in the treatment of 
paratyphoid fever, or in food poisonings, caused by organisms of the 
Salmonella group. 

Bacillary dysentery —Aureomycin, chloramphenicol, or terramycin is 
effective. It is well to remember that sulphadiazine and sulphamethazine are 
also effective and much cheaper. 

Infections produced by Kl. pneumonia (Friedlander’s bacillus).—Currently 
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it would appear that chloramphenicol is the antibiotic of choice, with aureo- 
mycin or terramycin second. 

Pasteurella infections—In plague, a combination of streptomycin and 
sulphadiazine has been demonstrated to be effective. Experimentally, auro- 
mycin, chloramphenicol, and terramycin show promise of being of value in 
the treatment of plague. Aureomycin, chloramphenicol, or terramycin may 
be used in the therapy of tularemia. 

Brucellosis.—Although aureomycin, chloramphenicol, and terramycin are 
effective therapeutic agents, it would appear that aureomycin in full doses 
is the antibiotic of choice for the treatment of acute or chronic undulant 
fever. 

Haemophilus infections.—The situation respecting the use of antibiotics for 
the treatment of whooping-cough is not clear. Well-controlled, statistically 
sound clinical data relative to the comparative merits of aureomycin, 
chloramphenicol, and terramycin as therapeutic agents for the treatment of 
pertussis are still lacking. Hence, no definite recommendations can be made. 
In influenzal meningitis, treatment with a combination of aureomycin and 
sulphadiazine is recommended. Chancroid responds to therapy with aureo- 
mycin, chloramphenicol, or terramycin. 

Listerella infections —Experimental data, coupled with the favourable 
results obtained in the treatment of calves with Listerella infections, points 
to the use of aureomycin in these infections. 

Bacteroidosis.—These infections respond well to treatment with aureo- 
mycin or terramycin. 

Infections due to Streptobacillus moniliformis.—Aureomycin or strepto- 
mycin may be used. 

Cholera.—Experimental data suggest the use of aureomycin, chloram- 
phenicol, or terramycin. 

Bartonella infections.—Use chloramphenicol in full doses. 

Granuloma inguinale.—According to current data, aureomycin, chloram- 
phenicol, and terramycin appear to be about equally effective in treating 
this disease. 

Spirochatal infections.—A preparation of crystalline penicillin G is the 
antibiotic of choice for the treatment of syphilis, pinta, or yaws. Aureomycin, 
chloramphenicol, and terramycin have been demonstrated to be curative in 
early syphilis, but data are not available which will permit of a comparison 
of their effectiveness with that of penicillin G. Aureomycin is the antibiotic 
of choice for the treatment of leptospiral infections, with penicillin second. 

Vincent's infection.—Penicillin G is the antibiotic of choice. Aureomycin 
and terramycin have been shown to be effective. 

Infections due to organisms of the pleuro-pneumonia group.—These in- 
fections respond to aureomycin. 

Rickettsial infections—Aureomycin, chloramphenicol, and terramycin are 
all highly effective antibiotic agents for the treatment of infections pro- 
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duced by Rickettsia. Currently, it would appear that aureomycin is pre- 
ferable for the treatment of Rocky Mountain spotted fever, and chloram- 
phenicol for the treatment of scrub typhus. 

Psittacosis.—Aureomycin, chloramphenicol, and terramycin appear to be 
equally effective. 

Lymphogranuloma venereum.—Currently, there seems to be little choice 
between aureomycin, chloramphenicol, and terramycin for the treatment of 
this disease. 

Primary atypical pneumonia.—Aureomycin is the antibiotic of choice. 
Chloramphenicol and terramycin are effective. 

Trachoma.—Both aureomycin and terramycin have been shown to be 
excellent therapeutic agents for this disease. 

Herpes zoster.—Reports of the value of aureomycin in the treatment of 
zoster are conflicting. In the United States, the majority of reporting 
physicians have considered this antibiotic indicated for the early treatment 
of this infection. 

Herpes simplex.—\n dendritic ulcers due to herpetic infections, good re- 
sults have been reported when aureomycin was used as a therapeutic agent; 
but again, its real value is in dispute. 

Infectious mononucleosis.—There are clinical indications (Carter and 
Sydenstricker, 1951) that aureomycin is of value in the treatment of acute 
infectious mononucleosis. 

Ameebiasis.—There can be no doubt of the value of aureomycin or 
terramycin in the treatment of acute ameebic dysentery. Current information, 
however, indicates that their use in ameebic hepatitis or ameebic abscess of 
the liver leaves something to be desired. Chloroquine is the drug of choice 
in these latter conditions. 

Trichomonal vaginitis.—This infection responds promptly to aureomycin 
applied locally. 

Ulcerative colitis-Small doses of aureomycin cautiously used may be 
beneficial in certain patients with acute ulcerative colitis. It must, however, 
be remembered that the good results obtained in such patients are tem- 
porary in nature, and that aureomycin does not cure acute ulcerative colitis. 
Its good effects are probably due to the fact that it cuts down secondary in- 
fection in the ulcerated bowel. 

Viral infections.—No antibiotics have been described which are effective 
in the treatment of influenza, the common cold, poliomyelitis, smallpox, 
mumps, measles, chickenpox, acute infectious hepatitis, German measles, 
equine encephalomyelitis, lymphocytic meningitis, and a number of other 
viral infections. 

PROPHYLAXIS OF INFECTIONS 
There are a number of instances in which aureomycin may be utilized 
successfully in the prophylaxis of infection. 

Group A hemolytic streptococcal infections—If an outbreak of acute 
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hemolytic streptococcal infection occurs in a closed community, such as a 
school, a prison, or aboard ship, aureomycin administered by mouth to as 
yet unaffected members of the community may be used to minimize the 
spread of the epidemic. Penicillin is equally effective. 

Puerperal infection.—The routine use of aureomycin for the prophylaxis 
of puerperal infection has been highly successful. Ordinarily, 2 g. ot the 
antibiotic are administered daily. Aureomycin is started when the patient goes 
into labour and is continued for from twenty-four to seventy-two hours post- 
partum, depending upon the difficulties encountered in the childbirth period. 

Subacute bacterial endocarditis.—Aureomycin may be used as a prophylac- 
tic agent in patients with rheumatic or degenerative heart disease, who have 
to undergo operative procedures in and about the ear, nose, throat, genito- 
urinary tract, or in the colon. Prophylaxis should be initiated forty-eight 
hours or more before operation, and continued until the third or fourth 
postoperative day. A total daily dose of aureomycin based on 15 to 20 mg. 
per kg. of body weight is suggested. 

Colonic surgery.—Aureomycin is probably the most effective antibiotic 
agent currently available for suppressing the growth of the bacterial flora of 
the colon. When it is used as a prophylactic agent in colonic surgery, it 
should be administered for four days preoperatively, and for about five days 
after operation. 

Pulmonary surgery.—Aureomycin is a highly effective antibacterial agent 
against most organisms which cause pulmonary suppuration. When used 
prophylactically in pulmonary surgery, it should be administered for about 
seven days preoperatively and for about ten days postoperatively. 

‘Clean’ surgery.—In surgical procedures which are classed as ‘clean’, but 
in which there is a known risk of postoperative infection, aureomycin ad- 
ministered one day before, and for several days subsequent to, operation has 
given good results. 

Established surgical infections —Aureomycin has proved its value as an 
antibacterial agent for the prevention of the postoperative spread of infection 
in established surgical infections which require surgical intervention. 


DOSAGE 
After three years of clinical investigation, the following dosage schedules for 
aureomycin have been found to be effective: 





Severity ef ines Initial dose Total daily maintenance dose 
: ; i. Mg./Kg. body weight Mg./Kg. body weight 


Oral route N 20 to 30 





Serious: 

Oral route 40 to 60 
Serious: 

Intravenous route 20 to 30 
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When the oral route of medication is being used, the calculated total 
daily maintenance dose should be divided into four parts and given at 
intervals of six hours. The higher doses are recommended for infants and 
children under four years of age. If the intravenous route of medication is 
being used, it is generally advisable not to give more than 500 mg. of the 
special preparation of aureomycin with sodium glycinate for intravenous use 
at any single dose. Intravenous doses may be spaced at six- to eight-hour 
intervals and, in all patients being treated by the intravenous route, it is 
generally a good plan to change to the oral administration of aureomycin as 
soon as possible. Sterile distilled water B.P., or 5 per cent. glucose solution 
B.P., may be used as a diluent for the intravenous product. Approximately 
10 ml. is the minimal amount of either of these solutions which should be 
used for diluting each 100 mg. of aureomycin. The vial should be shaken to 
ensure solution, and then the material should be injected slowly by the 
intravenous route, five minutes being taken for the injection of each 100 ml. 
of the solution. Do not use any diluents other than those listed above. 


FACTORS IN THE USE OF AUREOMYCIN 


Superinfection.—As has been stated previously, aureomycin is probably the 
most widely potent, currently used antibiotic in so far as its antibacterial 
activity is concerned. Because of its power to suppress the normal bacterial 
flora of the throat, vagina, or large bowel, and the abnormal flora in bron- 
chiectasis, lung abscess, and other infectious processes, the problem of super- 
infestation or superinfection with organisms which are not susceptible to the 


antibacterial effects of aureomycin must constantly be borne in mind. The 
suppression of the normal bacterial flora in the mouth or throat may result 
in yeast-like organisms, such as Candida albicans, getting a good foothold, 
and thus producing thrush. Pulmonary moniliasis has been noted in patients 
who were treated for bronchiectasis over extended periods of time. Vaginal 
moniliasis has been described as occurring in the course of treatment with 
aureomycin. Often, after a week or so of therapy with aureomycin, cultures 
of the stools of the patient will yield pure cultures of candida, proteus, or 
pyocyaneus. The latter two organisms are generally resistant to aureomycin. 
Even cutaneous moniliasis has been noted in patients receiving aureomycin. 
It is only fair to say that aureomycin is not the sole offender in this respect. 
Patients receiving chloramphenicol or terramycin have developed similar 
superinfections. 


PRECAUTIONS TO BE TAKEN WHEN ACTH OR CORTISONE 
IS BEING USED 
Patients receiving therapeutic doses of ACTH or cortisone may have ex- 
acerbations of latent or active infections. Often these infections are not 
accompanied by an increase in pulse rate, fever, malaise, or localizing signs. 
The patient may have an extraordinary sense of well-being and all clinical 
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aspects of the infection may be masked. Because of this phenomenon, patients 
who are to receive therapeutic doses of ACTH or cortisone should be care- 
fully studied for the possibility of the existence of a latent infection and, 
when receiving these compounds, frequent bacteriological studies of their 
blood, urine, and other body fluids should be made. Aureomycin, because 
of its wide range of antibacterial activity, may be used prophylactically, as 
indicated, to prevent the activation of latent, or the progression of active, 
infections in patients receiving therapeutic doses of ACTH or cortisone. 


CLINICAL TOXIC REACTIONS 


Aureomycin has only been used for the treatment of infectious processes for 
just over three years. One of the remarkable findings in relation to its use 
is the paucity of serious toxic reactions. Allergic phenomena, such as 
dermatitis or drug fever, have been rare. Significant disturbances in the 
blood or blood-forming organs have not been reported. Damage to the 
central or peripheral nervous system has not been noted. This antibiotic 
does not produce renal dysfunction. In fact, the only untoward reactions 
which may be distressing to the patient (and to his physician) are nausea, 
vomiting, and diarrhcea. These occur most often in physicians and other 
highly integrated (or neurotic) patients who are receiving this antibiotic. 
They occur infrequently in infants or small children and, so far as most 
patients are concerned, are of little consequence. There seems to be a 
definite relation between the size of the individual dose of aureomycin and 
the development of nausea in that group of individuals who seem to be 
more susceptible to its unpleasant effects. However, in general, the larger 
the dose, the greater the chance of unfavourable symptoms. The nausea may 
be abated by the administration of a glass of chilled, pasteurized whole milk 
with each dose of aureomycin. Preparations of aluminium hydroxide should 
not be used to combat the nausea, because it decreases the absorption of 
aureomycin from the gastro-intestinal tract. 


CONCLUSION 


Aureomycin is an antibiotic possessing a wide range of antibacterial and anti- 
rickettsial, as well as selective antiviral, properties. It is relatively non-toxic 
and, because of the simplicity of its administration, is eminently suitable for 
the ambulatory or home treatment of patients suffering from infectious 
processes. 


References 


Brenk, W. R., et al. (1951): Amer. F. Med., 10, 300. 

Carter, C. H., and Sydenstricker, V. P. (1951): Ibid., 10, 309. 

Duggar, B. M. (1948): Ann. N.Y. Acad. Sci., 51, 177. 

Scrota, J. H., and Saltzman, A. (1950): Bull. N.Y. Acad. Med., 26, 278. 





REVISION CORNER 
BISMUTH COMPOUNDS IN MODERN THERAPY 


Tuis discussion of bismuth compounds will be confined chiefly to their two main 
therapeutic applications :— 

(1) To relieve symptoms associated with gastric and intestinal disorders. 

(2) In the treatment of syphilis. 


ACTIONS ON THE ALIMENTARY TRACT 

Bismuth salts were introduced for the treatment of gastric ulcer in the middle of 
the 19th century, and since then they have been employed extensively, usually in 
conjunction with sodium bicarbonate, or other neutralizing substances, to relieve 
pain and aid in the healing of peptic ulceration. They have also been used to stop 
diarrhea in patients with intestinal irritation. At first, bismuth subnitrate was 
used, but this compound is converted to a nitrite by bacterial action in the in- 
testine, and cases of nitrite poisoning have followed its administration. Bismuth 
carbonate is the compound most often used in gastro-duodenal disease. 

The modes of action of bismuth carbonate have been much discussed, and it has 
been claimed to be a weak antacid, an astringent to the stomach, and a protective 
agent to an irritated gastric mucosa. However, it is now realized that the neutraliz- 
ing capacity of bismuth carbonate is extremely weak, and Alstead (1941) has shown 
that this is so, not only when the salt is added to gastric juice in vitro, but also 
when bismuth carbonate is administered by mouth during fractional test meals. 
Bismuth carbonate is insoluble in water, and before it could exert an astringent 
action (i.e. precipitate surface proteins), it would have to be brought into solution, 
e.g., by the action of hydrochloric acid in gastric juice. Alstead could find little 
evidence that this occurs. 

In considering the protective action of bismuth carbonate it has been suggested 
that it becomes evenly distributed over the gastric mucosa and tends to adhere to 
an ulcer crater surface. This possibility is easy to test, since bismuth carbonate is 
radiopaque ; it was in fact used for outlining the alimentary tract until replaced 
by the familiar barium sulphate. Hurst and Stewart (1929) and Alstead (1941), in 
their radiological studies in man, found no evidence to support the above claims 
for the distribution of bismuth carbonate. Alstead also showed in patients with 
pain associated with gastric or duodenal disease, that bismuth carbonate was much 
inferior to a powerful antacid, such as magnesium oxide, in relieving pain. 

It is thus evident that bismuth carbonate is in every way inefficient for the 
purposes for which it has often been given. Further, it has the disadvantage of 
being constipating, and is even liable to cause concretions in the lower bowel. 
Orally administered, bismuth compounds colour the stools black (by the formation 
of bismuth sulphide), so that the immediate recognition of slight melana by the 
patient becomes impossible. 

Nowadays, when there are other much more efficient neutralizing agents, such 
as magnesium trisilicate and aluminium hydroxide gel, there would appear to be 
little justification for the continued use of bismuth compounds in diseases of the 
stomach and duodenum. 


BISMUTH IN THE TREATMENT OF SYPHILIS 
Bismuth has been used in the treatment of syphilis since 1921. In patients with 
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early syphilis, bismuth alone is definitely superior to mercury, but much slower in 
action and less reliable than the arsphenamines. For example, it takes several days 
to kill off surface spirochetes, whereas arsenicals take only a few hours; visible 
lesions are slower to heal, the Wassermann reaction is reversed more slowly, and 
relapses are more common after bismuth than after arsphenamines. 

The most useful application of the antisyphilitic action of bismuth has been as 
an adjuvant to the organic arsenicals; in this respect it was soon shown to be 
more effective than mercury. It has been given either simultaneously, or altern- 
ately, with courses of arsphenamines. Its prolonged low-grade antispirochztal 
action usefully supplements the more intense but intermittent action of the 
arsenicals, and this combined effect gave the best therapeutic results recorded 
before the introduction of penicillin for the treatment of syphilis in 1943. Further- 
more, the toxic effects of the organic arsenicals and bismuth are not 
additive. 

In considering the present place of bismuth in the treatment of syphilis, there 
is thus no questioning its value as an adjuvant to other more powerful drugs. But 
the remarkable effectiveness and lack of toxicity of penicillin have raised hopes that 
intensive therapy with such preparations as the long-acting procaine penicillin G 
with aluminium monostearate in oil may almost fulfil Ehrlich’s aim of a ‘therapia 
magna sterilisans’. It is becoming increasingly doubtful whether arsenicals and 
bismuth will be required to supplement the effects of penicillin in early syphilis. 
Indeed, Stokes (1950) claims that antibiotics have ‘relegated heavy metal and 
arsenic for practical purposes to the domain of the dodo and moa’, and at a meeting 
of the World Health Organization Committee on Venereal Diseases in October 
1949, bismuth was not even mentioned in the list of anti-venereal drugs. However, 
it might still be desirable to use bismuth to avoid local Jarisch-Herxheimer re- 
actions in late syphilitic manifestations, such as aortitis, gumma of the larynx, 
optic atrophy, and meningitis (Willcox, 1948). It will, of course, take time to make 
a final assessment of the newer methods of treatment. 


MISCELLANEOUS USES OF BISMUTH 

Bismuth compounds have been reported to be therapeutically effective in a 
number of other diseases, e.g., in infections such as yaws, Vincent’s angina, malaria, 
and tularemia, in rheumatoid arthritis, and in certain skin diseases, such as warts, 
lichen planus, and lupus erythematosus. It is difficult to evaluate the effectiveness 
of bismuth in all these instances, but in none would it appear to be the first drug 
of choice. The actions in rheumatoid arthritis and lupus erythematosus might be 
due to stimulation of adrenocorticotrophic hormone (ACTH) secretion by the 
anterior pituitary, or of cortisone secretion by the adrenal cortex. 
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DIFFERENTIAL DIAGNOSIS OF H&MATEMESIS 


HMATEMESIS is a Common symptom, and a symptom produced by common 
diseases. The long lists of possible causes to be found in the textbooks consist 
largely of clinical and pathological rarities. It is true that blood may be vomited 
in leukzemia, in scurvy, in Weil’s disease, in gastric crises, and in other uncommon 
conditions, but such problems are rarely met with in practice, and when they are, 
the hzmatemesis is but one of many symptoms and signs of disease shown by the 
patient. 

The problem which arises in general practice 1s a different one. Here, as a rule, 
a patient, previously healthy or with a history of dyspepsia, vomits either bright 
or changed blood, and may pass a melzna stool. There are but three common 
causes of such a story, and until these possibilities have been fully considered no 
rarity need be sought. These causes are: (1) peptic ulcer, acute and chronic; 
(2) carcinoma of the stomach ; (3) cirrhosis of the liver. In a series of patients with 
hamatemesis, covering 152 successive admissions to hospital, no less than 148 
came under these three groups, 118 being due to ulcer. 

During the last twenty years the medical treatment of hamatemesis has altered: 
it is no longer considered advisable to starve or dehydrate the patient. Liberal 
feeding from the beginning of the illness has been introduced, and this, associated 
with adequate drip-blood transfusion, has saved many lives. A further develop- 
ment has, however, taken place. Physicians have realized that with the improve- 
ment of surgical technique, with a better understanding of transfusion and fluid 
replacement, and with the introduction of antibiotics, surgery may be life-saving 
in the treatment of this symptom. 

There is still little that the surgeon can do for most cases. of haemorrhage from 
dilated esophageal veins or for the bleeding of advanced carcinoma, but the 
commonest cause of fatal hematemesis has always been the open vessel in the base of 
a chronic ulcer, and it is this type of case which can now be saved by operation. 
Early diagnosis of the cause of gastro-duodenal bleeding has therefore become 
essential. The bleeding chronic ulcer of the stomach or duodenum must be 
diagnosed early, while the patient is in a fit state for surgery to be considered. For 
obvious reasons, diagnosis must be made by the bedside, and largely on the 
history. 

PEPTIC ULCER 
Acute.—In many published series of cases it has been noted that a-barium meal 
X-ray carried out three to four weeks after hametemesis, has shown a normal 
stomach and duodenum in more than half the total number. No really chronic 
ulcer is likely to heal in that time, and by deduction this tells us that acute ulcera- 
tion is probably the most common of all causes of hamatemesis. This has now 
been confirmed by gastroscopy. 

Hzmorrhage in this condition usually occurs with little previous warning in an 
otherwise healthy person. A short history of dyspepsia lasting for perhaps two to 
three weeks may be given, but rarely has it been sufficiently serious for the patient 
to have consulted his doctor. The hemorrhage may be profuse and may recur 
over a period of two to three days, but usually not beyond that time. Hamor- 
rhage from acute ulceration is more common in men than in women, and although 
the patient may appear to be severely shocked immediately after the hamor- 
rhage, this condition is rarely fatal. Only in the oldest patients is the risk high. 

Chronic.—A patient of any age who is bleeding from a chronic gastric or 
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duodenal ulcer is dangerously ill. ‘The majority of such patients recover on medical 
treatment with or without blood transfusion, but there is a group, usually over the 
age of fifty, in whom hamorrhage recurs or persists until death. 

All patients with hemorrhage from a chronic ulcer should be treated in circum- 
stances where expert surgical help is available if needed. Usually there is no great 
difficulty in recognizing the presence of a chronic ulcer. The hemorrhage is pro- 
fuse and often recurrent beyond the first few days. There is almost always a history 
of gastro-duodenal type of pain going back for months or even years, and previous 
X-ray evidence of ulcer is not uncommonly found. Often pain has been unusually 
severe right up to the time of the hemorrhage, and may have been noticed to have 
spread for the first time to the back. It is usually relieved once the hemorrhage 
takes place. This typical story is not always found, but the patient’s past history 
is the only available evidence, and the diagnosis of chronic ulcer is therefore 
dependent upon it. 

It has been suggested that symptoms of very severe hemorrhage, such as 
circulatory collapse, fainting, or the vomiting of bright red blood, are sufficient 
evidence of chronic ulcer, but this is not the case. All these signs may be found 
in hemorrhage due to other causes. 


CARCINOMA OF THE STOMACH 
In this condition it is rare for hemorrhage to be sudden and profuse. As a rule 
it is not an early sign: such symptoms as anorexia and loss of weight are usually 
already present, and it is the constant seeping of blood from an ulcerating growth 
which produces the hamatemesis. The blood is almost always chemically changed, 
and the classical coffee-ground vomit results. Thorough clinical examination may 


show the presence of secondary deposits in the liver, the pelvis, or the glands of 
the left supraclavicular fossa, but occasionally, in carcinoma of the stomach, a 
persistent slow hzmorrhage takes place which produces melana rather than 
hzmatemesis, and grave anemia may be the first sign. 


CIRRHOSIS OF THE LIVER 

The hzmorrhage in cirrhosis of the liver comes from dilated veins in the ceso- 
phagus and stomach, and may be considerable in amount. Until recently, cirrhosis 
of the liver has been a disease of decreasing frequency, buc since the 1939-45 war 
infective hepatitis appears to have increased in virulence, and this condition has 
again become more common. A history of severe or recurrent jaundice, or of 
chronic alcoholism, may therefore give the clue to the cause of a sudden un- 
explained hemorrhage. In younger patients, ‘Banti’s syndrome’ may be present. 
Apart from this history, clinical examination may reveal the true diagnosis- 
an enlarged liver or enlarged spleen may be felt, and dilated venules may be seen 
on the face, but only rarely will the advanced signs of adema, ascites or 
anastomosis of vessels around the umbilicus be apparent. 


CONCLUSION 
There is little new to report in the means of making a correct diagnosis in hama- 
temesis, but modern developments in treatment have made the achievement of 
this diagnosis of vital importance. 
James F. Dow, M.B., B.Cuim., F.R.C.P. 


Assistant Physician, St. George’s Hospital. 
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Intermittent Claudication 

Query.—A male patient, age forty-nine, weight 
168 Ib., has typical early intermittent claudica- 
tion of the left leg of gradual onset over the past 
two months. The pain is not so severe as to 
force him to stop; he can proceed more slowly. 
He is otherwise free of symptoms and feels fit. 
Physical signs:—the left foot is cold to the 
touch and the blood pressure is 170/100 mm. 
Hg. (a) What investigations (if any) are in- 
dicated and what is the best treatment at this 
early stage? (b) Is there any evidence that 
exercise accelerates the progress of the con- 
dition? Should he give up playing golf alto- 
gether or should he carry on, perhaps more 
slowly, while he can comfortably do so? 


Rep.y.—(a) The history sounds like secondary 
popliteal thrombosis with Type II claudication. 
The only investigation necessary is oscillometry 
in order to decide whether or not the popliteal 
artery is thrombosed. There is no doubt what- 
soever that a fit man aged forty-nine should have 
the most radical and quickest improvement of 
the circulation—a lumbar sympathectomy. If 
for any reason he is unfit for operation or it is 
economically difficult for him to spare the time, 
he should take ‘ephynal’ (Roche), 400 mg. 
daily. His walking capacity would certainly be 
improved, but it would take three months or 
so before he noticed any change. I would 
therefore strongly recommend a lumbar sym- 
pathectomy, with ‘ephynal’ as a second best. 
(b) With regard to physical exertion. Exercise 
in moderation helps the circulation and en- 
courages the formation of collateral vessels. 
Excessive exercise does damage. The best 
policy is to walk slowly and stop for a minute or 
two before the onset of pain, in other words, 
anticipate claudication. Most claudicants know 
precisely how far they can walk before the pain 
begins: for example, if the patient can walk 
200 yards before the onset of pain, he should 
stop for a minute at 150 yards. There is no 
harm in his walking all day if he stops frequently 
and always anticipates the pain. It would be 
satisfactory to have the patient X-rayed in a 
neurovascular clinic where he can be kept under 

regular surveillance. 
Proressor A. M. Boyp, F.R.c.s. 


Treatment of Anuria 


Query.—Just recently I have lost two patients 
in anuria. Today my attention is drawn to the 
new treatment for uremia suggested by Bull 
et al., using peanut oil and glucose. Could you 
let me have an expert opinion as to the value of 


this form of treatment, and of any alternate 
ingredients, especially the vegetable oils? 
Rep.y.—The treatment of the anuria of acute 
tubular necrosis (e.g., such as follows mis- 
matched transfusion, shock, abortion, concealed 
accidental hemorrhage, blackwater fever) intro- 
duced by Bull and his colleagues (1949) is the 
best yet devised. Its benefit lies in (a) the avoid- 
ance of dangerous overloading with fluid; (b) 
the reduction of protein katabolism, thus slow- 
ing urea accumulation; (c) the maintenance of 
approximate electrolyte balance by returning 
any vomitus. More recently these workers have 
shown that the diuretic phase which follows 
the resumption of urine flow, and which lasts 
approximately as long as the anuric period, 
carries a risk of depletion of electrolytes, par- 
ticularly sodium and potassium. An important 
negative advantage of the treatment is that it 
replaces ineffectual and inherently dangerous 
procedures such as renal decapsulation and 
renal denervation. 

I have no practical experience of the value of 
alternative ingredients of what has come to be 
known as ‘the Hammersmith Cocktail’, recom- 
mended by Bull and his colleagues (1949), but 
there seems to be no reason why olive oil, butter, 
margarine, or any other absorbable oil should 
not be used. 

References 


Bull, G.M., Joekes, A.M., and Lowe, 
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Editorial (1951): ‘Acute Tubular 
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Proressor W. MELVILLE ARNOTT, M.D., F.R.C.P. 


K.G. (1949), 


Necrosis’, Jbid., i, 


Chronic Nephrotic (Edema 


Query.—My mother, aged fifty-eight, is suffer- 
ing from chronic nephrosis (etiology unknown) 
in an advanced stage, there being gross albu- 
minuria and massive cedema of the legs, abdomen 
(with ascites), flanks, breasts, arms, hands, and 
right pleural effusion. There is no response to 
diuretics except the production of a severe 
mercurial poisoning rash. Her chief complaint 
is a subjective feeling of cold with marked 
tremor (particularly of hands) which she calls 
‘shivering’, followed by a hot phase of shorter 
duration—resembling a rigor with no rise of 
temperature and no sweating. Does the low 
metabolic rate account entirely for this? Or is 
there some involvement of the basal nuclei? 
Thyroid is contraindicated owing to the pre- 
sence of tachycardia (electrocardiogram normal). 
Is there any treatment, and what is your opinion 
of the prognosis of this condition? 

Rep.y.—I do not think it is possible to give an 








88 THE PRACTITIONER 


intelligent interpretation of the attacks of 
shivering and heat; certainly not without seeing 
the patient. There is, of course, no known 
curative treatment, and intravenous injections 
of colloid substances such as albumin and 
dextran do not usually cause more than tem- 
porary improvement. With gross edema great 
benefit to the patient can nearly always be 
obtained by the simple use of Southey’s tubes, 
and it is safe to leave these in for several days 
now that antibiotics can be used to combat the 
danger of infection. We usually put two tubes 
in each leg, each attached to rubber tubing 
leading to a receptacle, and allow them to drip 
for two or three days. Our last case was promptly 
relieved of fourteen litres of fluid (approximately 
30 Ib. in weight) by this means and is now well 
enough to return home with practically no 
cedema. It is extraordinary how the codema 
disappears, not only from the legs but from the 
rest of the body. 

Proressor ROBERT PLATT, M.D., F.R.C.P. 


Mongolism and Heredity 


Query.—A married couple, husband aged 
thirty-one, and wife thirty, have a female child 
aged three-and-a-half years. In August 1950 
another female child was born with micro- 
phthalmia and bilateral cataract. The appearance 
was mongoloid and the fingers were slightly 
webbed. There was a marked space between the 
great toe and the next on each foot. This child 
developed pneumonia and died at the age of six 
months. The parents are first cousins but there 
is no history of mental disease in the family. 
(1) What are the chances of a further child 
being abnormal? (2) Would the same deformity 
tend to reappear in a subsequent child? (3) If 
the mother became pregnant through artificial 
insemination by a donor would there be any 
risks of a deformed child? They are most 
anxious to undertake the risk of having another 
child if the odds are not too heavy. 


RepLty.—It would be easier to answer the 
questions if it were known (1) whether or not 
the second child was a true case of mongolism 
—the word mongoloid is an unsatisfactory one 
—and (2) whether the mother had German 
measles or any other illness during the first 
three months of pregnancy. If the child was 
a true mongol, then the chances of another 
child being abnormal could be taken. It is true, 
of course, that mongolism in more than one 
member of a family has been described, but 
usually there is only one. If the child was not 
a true mongol, and the mother had no illnesses 
in pregnancy, then it is possible that the abnor- 
malities in the second child might indicate that 
the conditions were inherited from either parent, 


and there might be just a chance of another 
child being the same, especially as the parents 
are first cousins. On the whole, however, I think 
they should take the risk of another pregnancy. 
I would not recommend artificial insemination. 

PROFESSOR JOHN CRAIG, M.B., F.R.C.P.ED. 


Hypotension 


Query.—I would be grateful for some advice 
on the treatment of hypotension. I have a 
patient aged sixty, a healthy looking man 
weighing 210 lb. with a blood pressure rarely 
over 100/50. He likes his food and alcohol, and 
has a very good brain. Nux vomica, coramine 
and other remedies have little effect. 


Rep_y.—Assuming that general disease such 
as tuberculosis and pernicious anemia have 
been excluded, the patient’s symptoms probably 
conform to those of neuro-circulatory asthenia 
consequent upon stress or infection of perhaps 
upper respiratory or genito-urinary origin, the 
hypotension being incidental. It is to these 
conditions that investigation and appropriate 
treatment should be directed. If indeed hypo- 
tension exists at all as a disease entity, a high 
protein diet or a temporary change to a more 
bracing climate on the East Coast, may be tried, 
and if hypotension tends to be postural in type 
an abdominal belt may help. Fortunately, a 
chronic low blood pressure is usually a cause for 
congratulation rather than commiseration. 

C. J. GAvey, M.D., F.R.C.P. 


Test for Sero-Negative Syphilis 
Query.—Is provocative injection of 0.45 g. of 
N.A.B. reliable in the diagnosis of a suspicious 
but sero-negative case of syphilis? If not, what 
further steps can be taken for diagnosis? 


Rep.ty.—The use of a single injection of neo- 
arsphenamine as a provocative test in the 
diagnosis of syphilis has fallen into complete 
disrepute. It never was indicated in early 
syphilis, but had been employed in cases of late — 
syphilis with negative blood tests in the belief 
that these tests might become positive. Blood 
specimens were usually tested daily in the week 
following the intravenous neoarsphenamine 
injection. It is now realized that in many cases 
of late syphilis fluctuation in the reagin content 
of the blood occurs quite apart from the adminis- 
tration of any antisyphilitic drug. Further, it is 
known that the risk of a serious Herxheimer 
reaction may occur after such an injection 
(N.A.B. 0.45 g. I.V.) in late syphilis. Lastly, it is 
no longer the practice in many clinics to use 
the arsenical drugs even as therapeutic agents. 

Diagnosis in early sero-negative syphilis 
depends upon the finding of the Treponema 
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pallidum by dark ground examination or, failing 
this, by weekly serial blood tests until the sero- 
positive stage is reached. Diagnosis in sero- 
negative late syphilis (incidence 5 to 10 per 
cent.) depends upon careful clinical examination 
of the spinal fluid, and X-ray and fluoroscopy of 
the aorta. In difficult cases a therapeutic test 
employing iodides by mouth and intramuscular 
bismuth may give the diagnosis by the healing 
of gummatous lesions. 

The new immobilization test of Nelson will 
be of great value in the diagnosis of such cases, 
but at present it is only available in a few clinics 
in the United States and France. It is hoped that 
it will be available in this country next year on 
a research basis. 

C. S. NICOL, M.D., M.R.C.P. 


Headache Following Spinal 


Anasthesia 

Query.—What is the treatment of headache 
after spinal anzsthesia? My reason for seeking 
this advice is that I seem to encounter this 
complication in the majority of my cases in 
hospital. 

Repty.—There is widespread agreement that 
the primary cause of the headache is continued 
seepage of cerebrospinal fluid through the hole 
made by the needle in the dura. The volume of 
fluid around the base of the brain becomes 
depleted; the brain is no longer adequately 
cushioned, and the drag on the pain-sensitive 
structures—the tentorium and large vessels— 
results in headache. 

As prophylaxis, the value of a small needle 
is obvious. The head should not be raised on 
a pillow. Often the horizontal position relieves 
the pain altogether, or the foot of the bed may 
have to be raised to accomplish this. The patient 
should be encouraged to drink freely as this 
leads to formation of cerebrospinal fluid. The 
subject is dealt with more fully in Chapter 8— 
on ‘Headache’ in my book on ‘Lumbar Punc- 
ture and Spinal Analgesia’, Edinburgh, 1951. 

Proressor R. R. Macintosn, 

M.D., F.R.C.S.ED., D.A. 


Intravenous Paraldehyde 


Query.—I would appreciate some information 
on the use and dangers of intravenous paralde- 
hyde. I have used it on a few occasions in the 
treatment of status epilepticus, status asthma- 
ticus, and in maniacal and wildly delirious 
patients before the performance of a lumbar 
puncture or passage of a Ryle’s tube, when all 
other forms of sedation proved ineffective. The 
dosage has been 2 to 4 ml. Can intravenous 
paraldehyde be used as an anzsthetic for minor 
surgical procedures? 
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Repty.—The intravenous administration of 
paraldehyde was first described in 1912. The 
drug is a poor analgesic but a very potent 
hypnotic. Various authors have described the 
effectiveness of intravenous paraldehyde for 
such conditions as epilepsy, tetanus, strychnine 
poisoning and eclampsia. Paraldehyde is ex- 
creted unchanged through the lungs and kid- 
neys. As with other hypnotics, the main danger 
of its administration is overdose, with con- 
sequent respiratory depression or arrest. 

The method originally described for adminis- 
tering paraldehyde intravenously was to dissolve 
the drug in saline. To this solution ether was 
also added. A later method consisted of slowly 
injecting a few millilitres of undiluted paral- 
dehyde taken straight from the bottle. By this 
means, anesthesia of short duration is produced, 
suitable for simple dental and minor operations. 
During the administration, violent fits of 
coughing and even mild hemoptysis sometimes 
occur. The pharyngeal and pulmonary irritation 
causing these is attributed to the vapour of 
paraldehyde in the respiratory tract. They may 
also conceivably be due to small globules of 
paraldehyde acting as pulmonary emboli. The 
intravenous use of paraldehyde has been 
almost entirely displaced by the more effective 
and predictable short-acting barbiturates like 
thiopentone, which, in addition, do not produce 
in the patient the disagreeable odour of paral- 
dehyde. Further details of various methods ot 
administration will be found in the following 
papers :— 

Adams, &.C 


(1444) ‘Intravenous Anesthesia’, 


Aongdon. 

Miller, A. H. (1936): Anesth. Analges., 15, 14 

Noel, H. L. C., and Souttar, H. S. (1913): Ann. Surg.. 
57, 64 


W. W. Musuin, M.B., F.P.A.R.C.S. 


‘DMP’ as Leech Repellent 


Query (from Malaya).—Is there any effective 
repellent for leeches? 
Rep.ty.—During the 1939-45 war, some experi- 
ments were made to try to prevent the attacks 
of land leeches which were causing casualties to 
troops campaigning in South-East Asia. Rib- 
bands (Amn. trop. Med. Parasit., 40, 314, 
1946) found that the insect repellent, dimethy! 
phthalate (DMP), was an effective and durable 
repellent for these creatures. A band of cloth 
1} inches wide impregnated with DMP at 4 ml. 
per sq. ft. was effective for six days. Protection 
of the legs can be obtained by a thin smear of 
DMP in a 1} inch band round the neck of 
shoes or boots and to the tongues and lace 
holes. The repellent, dibutyl phthalate, and the 
insecticide, DDT, were ineffective. 

J. R. Busving, p.sc 
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Glyceryl Trinitrate Ointment in 


Raynaud's Disease 

Tue effect of the local inunction of an ointment 
containing 2 per cent. glyceryl trinitrate in 
lanolin has been investigated by M. S. Kleckner, 
Jun. et al. (Circulation, May 1951, 3, 681) in 
cases of Raynaud’s disease and Raynaud’s 
phenomenon. The effect on blood flow and skin 
temperature was investigated in 14 cases of 
Raynaud’s disease and in 8 of Raynaud’s 
phenomenon associated with acrosclerosis (3 
cases), chronic occlusive disease of the arteries 
(3 cases), occupational disease of the arteries (1 
case), and livedo reticularis (1 case). The in- 
unction ‘almost invariably’ caused an increase in 
blood flow and in skin temperature in the cases 
of Raynaud’s disease, but the results were 
inconsistent in the cases of Raynaud’s 
phenomenon. As a control, the effect of local 
applications of lanolin alone, 10 per cent. 
tolazoline hydrochloride, 5 per cent. nicotinic 
acid, 3.5 per cent. mecholyl chloride, 0.9 per 
cent. histamine diphosphate, and 20 per cent’ 
tetraethylammonium chloride, respectively, in a 
base of equal parts of petrolatum and lanolin, 
produced no significant increase in the circula- 
tion in the cases of Raynaud’s disease. In a series 
of 15 cases of Raynaud’s disease and in 10 cases 
of Raynaud’s phenomenon, the effect was 
studied of repeated inunction of the glyceryl 
trinitrate ointment upon ‘the episodes of dis- 
coloration which are characteristic of Raynaud’s 
disease and Raynaud’s phenomenon’. In Ray- 
naud’s disease the results were as follows: great 
improvement in 3, moderate improvement in 5, 
and little if any significant improvement in the 
remainder. In Raynaud’s phenomenon great 
improvement occurred in only one case as- 
sociated with occupational occlusive arterial 
disease, and moderate improvement in one case 
associated with acrosclerosis and one associated 
with occupational occlusive arterial disease. In 
all the cases the improvement was temporary 
only. Apart from a transient dull headache 
which developed in practically every case 
during the first few days of treatment, there 
were no side-effects from the treatment. 


Treatment of Spastic Disorders 

Tue effects of ‘artane’ and of ‘myanesin’ in 47 
patients with spasticity due to disease of the 
central nervous system were studied by A. S. 
Effron and W. M. Schultz (American Journal of 
Medical Sciences, May 1951, 221, 561). Each 
drug was given for a minimum period of one 
month. Artane was given in an initial daily dose 
of 2 mg. which was raised until by the end of 


the third week 20 mg. were being given daily in 
four divided doses. Myanesin was usually given 
in the form of an elixir: an initial dose of 1.5 g. 
daily in three divided doses, rising to a daily 
maximum of 5 g. Eleven patients were given 
myanesin intravenously. The results are sum- 
marized in the following table: in these, Group 
A: no subjective or objective improvement; 
Group B: subjective improvement not main- 
tained with placebo medication, or no subjective 
but slight objective improvement; Group C: 
definite subjective and slight objective im- 
provement; Group D: marked subjective and 
objective improvement. 





Number of cases 
Group A 

Group B 

Group ¢ 

Group D 


Type of case 





Results with Artane 





Hemiparesis 

Paraplegia, paraparesis or 
tetraparesis 

Cerebral palsy 


Total 








Hemiparesis 

Paraplegia, paraparesis or 
tetraparesis 

Cerebral palsy 


Total 











Side-effects were noted in 11 of the 42 
patients (26.2 per cent.) receiving artane, and in 
9 of the 41 (21.9 per cent.) receiving myanesin. 
The conclusions reached are that ‘both com- 
pounds were relatively ineffective in the treat- 
ment of spastic disorders’ and that ‘there was no 
correlation between the response to therapy, the 
etiology of the lesion, its level in the central 
nervous system or the degree of spasticity’. 


Treatment of Warts with X-rays 


COMMENTING on the greatly increased in- 
cidence of warts in recent years, an increase 
which is stated to have ‘now reached epidemic 
proportions’, F. F. Hellier (British Journal of 
Dermatology, May 1951, 63, 193), says that 
warts have become a serious problem in out- 
patient departments. That the increase may be 
due in part to the National Health Service, 
under which practitioners now refer more cases 
to hospital, is suggested by the author, who has 
carried out an investigation to determine 
whether fractional doses of X-rays have a direct 





PRACTICAL 


action on the warts, or whether suggestion plays 
a part in such treatment. Seventy-two patients 
with warts on both hands were treated with 
fractional doses of X-rays (three doses of 150r, 
unfiltered, at 70 kv. at four-weekly intervals). 
Both hands were placed under the X-ray tube 
for similar periods of time, but only the right 
hand received the actual dose. Of the 74 patients, 
44 did not respond to treatment; 2 showed 
clearing of the exposed hand only; 1 partial 
improvement of the exposed hand only; 27 
clearing of both hands. From these results, 
although the number of cases treated is stated 
to be too small to draw any definite conclusion, 
it is suggested that in the vast majority of cases 
X-rays do not exert any direct action on the 
warts, and ‘the most probable explanation is 
that the result is produced by suggestion, which 
is well known to cure warts in a proportion of 
cases’. The remarkable increase in warts noted 
at the Skin Department of the Leeds General 
Infirmary is demonstrated in a chart, which 
shows that whereas in 1934 the incidence was 
just over 2 per cent., in 1948 it was 18 per cent. 
There was a gradual rise to 1942 when the 
figure was 6 per cent., a steep rise to the year 
1946 when it reached 12.5 per cent., a fall, and 
then in 1948 a rise from 11 to 18 per cent. 


Aureomycin Ointment 


THE successful use of a 3 per cent. aureomycin 
ointment (aureomycin 1 g., petroleum jelly or 
carbowax 33 g.) in 70 cases of skin affections is 
recorded by G. Garnier (Presse Médicale, 
April 21, 1951, 59, 542). The cases included in- 
fected wounds and leg ulcers, intertrigo 
staphylococcal folliculitis, sycosis, strepto- 
coccal impetigo, parakeratosis, and pemphigus. 
Markedly good results were obtained in 
staphylococcal folliculitis—2z severe cases are 
recorded in which improvement occurred within 
forty-eight hours, and complete healing in 
fourteen and sixteen days. A case of chronic 
sycosis of the moustache of five years’ standing 
was treated for thirty-five days; there was com- 
plete healing and no recurrence three months 
after treatment. Equally good results were ob- 
tained in intertrigo, and in a case of strepto- 
coccal impetigo of the beard. In conclusion, the 
author states that in most cases of infective 
dermatosis, acute or subacute, if the aureomycin 
ointment is going to prove effective the action is 
rapid, within a few days; if there is no improve- 
ment within five to seven days it is useless to 
continue. In chronic lesions, however, the 
treatment should be continued at intervals, for 
example, daily for ten days, and then three 
applications weekly, as in a case of chronic 
sycosis in which healing was obtained within six 
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weeks. The ointment was well tolerated in all 
70 cases, except one, in which there was sensi- 
tivity to the petroleum jelly base. 


Treatment of Syphilis in the 
Pregnant Woman 


Tue following is the treatment of syphilis in 
pregnant women recommended by S. H. 
Riterband (Journal of Obstetrics and Gynecology 
of the British Empire, December 1950, 57, 931). 
When syphilis is first diagnosed the patient is 
admitted to hospital and is given 5 mega units 
of penicillin over a period of five days: 500,000 
units night and morning. This is followed by 
weekly injections of arsenic and bismuth: 0.3 g. 
of neoarsphenamine intravenously and 0.2 g. of 
bismuth intramuscularly the first week, and 0.45 
g. of neoarsphenamine and 0.2 g. of bismuth 
during the second to tenth week inclusive. A 
month later the Wassermann reaction is done, 
and the course of arsenic and bismuth is re- 
sumed. “The cycle is repeated until fourteen 
days before term, but if there is any idiosyncrasy 
to arsenic, only bismuth 0.2 g. weekly is given’. 
When treatment has not been instituted until 
after the fourth month of pregnancy, the babies 
should have treatment and be under observa- 
tion for two years, irrespective of the Wasser- 
mann reaction. The penicillin dosage for babies 
Ske. This is fol 


age +12 
lowed immediately by ten weekly injections of 
sulpharsenol (10 mg./kg. body weight) in 
aqueous solution, mixed with bismuth oxy- 


-— 4 \ After a month's 
age-+- 12) 

rest, during which syrup of ferrous iodide is 
given, a serological test is done, and the course 
of sulpharsenol and bismuth is repeated. Dur- 
ing two years, 30 pregnant syphilitic women 
have been treated on this schedule, and there 
were 29 live births and one stillbirth which 
was not syphilitic. There were no premature 
births. Stress is laid upon the importance of 
treating syphilitic pregnant women in antenatal 
clinics and not in V.D. clinics. 


is based upon the formula 


chloride (dosage 


The Painful Back 


Pan in the back may be due to physical stress 
from local trauma or general exhaustion; to in- 
fective stress from a site distant from the spine 
such as a dental abscess, localized to the spine 
such as Pott’s disease, or systemic, as in malaria; 
or to psychic stress, the most frequent pre- 
cipitating cause of backache. These facts are 
pointed out by A. W. Bagnall (Canadian Medical 
Association Journal, February 1951, 64, 107) 
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who, as an illustration of the important part 
played by psychic stress in the etiology of back- 
ache, quotes the fact that some patients with 
osteoarthritis of the spine have a great deal of 
discomfort, whereas others with an equal 
amount of damage as shown by X-rays have 
little or no pain. The importance of a ‘total’ 
therapeutic approach to such cases is therefore 
stressed. ‘In most patients with painful backs, 
psychotherapy must be more practical than in- 
tellectual. They get better by feeling better’. 
The most important therapeutic measures are 
physical therapy and life adjustment: with a 
medicinal background of non-narcotic anodynes 
and mild sedation physical therapy consists in 
exercises to build up the spinal musculature. 
For life adjustment the stresses previously at 
work and the physicel and emotional equipment 
of the patient must be thoroughly understood 
as a basis for economic rehabilitation. Referring 
to therapeutic measures the author draws 
attention to the spectacular results of cortisone 
or ACTH im rheumatoid spondylitis and 
states: ‘. . . used in conjunction with exercise 
therapy and intelligent life adjustment, ACTH 
and cortisone probably offer far more hope of 
relief in spondylitis, and perhaps in other forms 
of spinal disease, than has ever been available 
previously’. 


‘Heptalgin’ as an Obstetric 
Analgesic 

Tne successful use of ‘heptalgin’ (4:4-diphenyl- 
6-morpholino-heptan-3-1 hydrochloride) by 
intramuscular injection in a series of 50 patients 
in labour is described by Marie Hill (Medical 
Journal of Australia, February 10, 1951, 38, 
212). Of the 50 patients, 40 received heptalgin 
as the sole analgesic, and the results are com- 
pared with four series, each of 40 patients. In 
the first of the control series the patients were 
given intramuscular injections of pethidine, 100 
mg.; in the second, intramuscular injections of 
pethidine, 50 mg., and hyoscine, 1/300 grain 
(0.2 mg.); in the third, potassium bromide, 30 
grains (2 g.) and chloral hydrate 20 grains (1.3 
g.) were administered orally; in the fourth, no 
analgesia of any kind was employed. All these 
patients were delivered by ether-air—ten 
minutes for normal delivery and thirty for in- 
strumental. The remaining 10 of the 50 patients 
in the heptalgin group all had prolonged labour 
and received various other analgesics in addition 
to heptalgin. Of the 40 patients in the heptalgin 
group, 14 were primigravide, 13 secundipare, 
and 13 multipare. Heptalgin was given at the 
stage of three-fingers’ dilatation of the cervix. 
Results were good in 10 of the 14 primipare, 9 


of whom were delivered normally and 5 instru- 
mentally ; all but 5 of the secundipare found the 
effect of the drug good, and all but 2 of the 
multipare; these two last groups were all de- 
livered normally. The duration of the effective 
dose was one hour and ten minutes, and of the 29 
in whom the results were satisfactory 10 slept 
after the injection, 6 were drowsy, and 13 rested 
quietly. The effect of the drug on the babies was 
minimal ; all but two cried immediately on birth, 
and were of good tone and colour. Only 2 
patients, both with prolonged labour, received a 
second dose; 10 mg. at the stage of three- 
fingers’ dilatation was followed at the stage of 
four-fingers’ dilatation by 5 mg.; both were 
delivered instrumentally, and no ill-effect on 
either baby was noted. Results in the heptalgin 
group were very similar to those in the pethi- 
dine-hyoscine group, except that in the latter 
group several patients became restless and dis- 
orientated. Finally, it is stated: “The impression 
was gained that heptalgin was in general a little 
more effective in relieving pain than 100 milli- 
grammes of pethidine or 50 milligrammes of 
pethidine plus 1/300 grain of hyoscine, given 
intramuscularly, and considerably more so than 
potassium bromide and chloral hydrate given 
orally’. 


Cat-Scratch Fever 


IN describing the first case of cat-scratch fever 
to be reported in the English literature, W. E. R. 
Greer and Chester S. Keefer (New England 
Journal of Medicine, April 12, 1951, 244, 545) 
give a summary of the salient findings. The 
disease is suggestive of, but much milder than, 
tularemia. There is always a history of contact 
with a cat. In the case reported there was a 
history of a scratch from a cat and of the 
patient, a man aged thirty-six, waking up one 
morning to ‘find his cat licking the left side of 
his neck in an area that contained two pimples’. 
Four days later a painless swelling was noticed 
in this area of the neck. There are malaise and 
fever as a manifestation of a generalized in- 
fection, but ‘the brunt of the infection is borne 
by lymph nodes’. Occasionally there may be skin 
eruptions resembling erythema multiforme or 
erythema nodosum. There are no distinctive 
clinical or laboratory findings, but a specific 
skin reaction can be obtained from the intra- 
dermal injection of material prepared from the 
infected lymph glands. The causative organism 
is unknown but is probably a virus. The disease 
is a self-limited one and there is no specific 
treatment. In the case reported in detail, the 
temperature rose to 102° F. on the first three 
days in hospital and returned to normal on the 


fifth day. 
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Disease in Infancy and Childhood. By 
Ricuarp W. B. ELLIs, 0O.B.E., M.D., 


F.R.C.P. Edinburgh: E. & S. Livingstone 
vii and 695. Figures 


Ltd., 1951. Pp. 
300. Price 42s. 
Tue first question which may be asked about a 
new textbook on any subject is ‘Does it fulfil 
any special need for which provision has not yet 
been made?’ In the volume here reviewed 
there are fresh presentations and arrangements 
and it contains much really up-to-date material. 
It is noteworthy particularly for the excellence 
of the illustrations and for the remarkable free- 
dom from errors (although Babinski 1s _re- 
ferred to as ‘Batinski’, Wilms as ‘Wilm’, and 

‘astygmatism’ is an unusual spelling). 

To cover disease in infancy and childhood and 
include preventive and antenatal pediatrics and 
the infectious fevers within the compass of a 
single volume of reasonable size is something of 
a feat; a feat which has in large measure been 
successfully accomplished here. The book is 
designed as an introduction to clinical pediatrics 
and would seem to be especially directed to 
Scottish students, as judged by the references to 
an infant ‘bawling like a linty’ and to a phyto- 
bezoon due to swallowing the Scotsman, although 
it is worthy of a wider circulation! There is a 
particularly sound exposition of the background 
of behaviour disorders and a good chapter on 
neoplasms. 

By way of which must be in- 
evitable in a first edition—to apportion one-sixth 
of the contents to a chapter on congenital 
malformations seems excessive, particularly in a 
book designed primarily for students. Pre- 
maturity is covered in seven pages and asphyxia 
in three and a half. Infant feeding receives but 
scant attention, and antenatal and neonatal care 
are omitted. The types and causes of obesity 
are well described, but a few hints as to treat- 
ment would have made this section even more 
valuable. In the last chapter, on procedures and 
therapy, there are certain obvious controversial 
matters. For example, many authorities are now 
satisfied that intrathecal antibiotic therapy is un- 
necessary in influenzal meningitis and that there 
are but few conditions today calling for four- 
hourly injections of penicillin. Retrolental 
fibroplasia is not as rare as was thought, and 
deserves more attention; incidentally, it is 
omitted from the index. B.C.G. is quite 
erroneously described as a ‘killed tuberculosis 
vaccine’, and dextrimaltose as being more 
laxative than sucrose. These are, however, minor 
defects in an outstandingly well-produced book 
which can be thoroughly recommended. 


criticisms, 


A History of Medicine. Volume 1: Primitive 
and Archaic Medicine. By Henry E. 
SIGERIST, M.D., D.Lirr., LL.D. New York 
and London: Oxford University Press, 
1951. Pp. xxi and 564. Figures 104. 
Price 453. 

Ir is typical of the greatest medical historian of 
the day that the first volume of his monumental 
history of medicine should appear a quarter of 
a century after he had first determined to write 
such a work. It is equally typical that, in order 
to ensure that all eight volumes of the history 
should be completed, Dr. Sigerist should have 
resigned from the chair of the history of 
medicine at Johns Hopkins University and re- 
tired to Switzerland where, amid the quiet 
splendour of the Alps he could have that un- 
disturbed peace and quietude which are so 
essential to the successful completion of a work 
of this magnitude. As all who know the author 
will be well aware, this is no ordinary history of 
medicine. Of such there are already a number. 
This is a history which, in the words of Professor 
John F. Fulton in his introduction, places 
‘medicine in the broad setting of general history 
and gives some indication of the vast role played 
by the medical sciences among the forces which 
have determined the progress of mankind’. In 
his introduction the author himself amplifies in 
considerable detail the aims and methods he has 
pursued, and two quotations will epitomize most 
satisfactorily the characteristic and unique 
features of this work. ‘It would be a mistake to 
assume that medical history today is a concern 
of historians and philologists alone and of no 
interest to physicians. Medical history is 
medicine also, today as it was in the past’. 

Today when we consult the past of medicine 

we study the history of the various human 

societies in their social and economic structure 
and in their struggle against disease. We want 
to know what their health problems were and 
what they did to promote health, to prevent 
illness, to restore health, and to rehabilitate the 
sick. Furthermore we want to know who the 

chief actors in this drama were, what they did 

individually, and what thoughts guided their 

actions’. 

This first volume deals 
medicine and medicine in ancient Egypt and in 
Mesopotamia. In addition there are four most 
helpful appendices, dealing with histories of 
medicine, source books of medical history, 
museums of medical history, and the literature 
of paleopathology since 1930. Of the standard 
of the work, all that need be said is that it is just 
what would be expected from Dr. Sigerist 
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accurate, critical and balanced. The style may 
not satisfy the English purist, but it is always 
clear. Dr. Sigerist has constantly borne in mind 
that his work is for historians as well as for 
doctors, and therefore he never allows his mean- 
ing to be obscured by excess of medical terms. 
Now that he has whetted our appetites with 
this brilliant first volume, we shall await with 
considerable impatience the remaining volumes 
of this opus magnum. 


Genetics and the Races of Man. By W1LL1AM 
C. Boyp, Pxs.p. Oxford: Blackwell 
Scientific Publications Ltd., 1951. Pp. 
xvii and 453. Figures 52. Price 30s. 

Tue species Homo sapiens is divided up into a 
number of geographical varieties which differ 
markedly among themselves in respect of a 
number of details of structure and function. To 
these differences values have commonly been 
given, and the doctrine that one geographical 
variety, one ‘race’, is biologically superior to 
another has been used to justify social stratifica- 
tion, oppression, even annihilation. The author 
of this book approaches this problem of race 
from the angle of genetics, maintaining that if 
racial categories have a valid conceptional basis 
this must relate to genetic dissimilarities. He 
presents and agrees with the generally accepted 
view that the naive concept of pure races must 
be replaced by the more authentic one of the 
varying incidence of specific genes in different 
human populations. Thus a race comes to mean 
a human population sharing in common a par- 
ticular assemblage of genetic characters. It is a 
population which differs significantly from other 
human populations in regard to the frequency of 
one or more of the genes in its genetic con- 
stitution. The approach to the subject is dis- 
passionate and objective; the evidence is well 
marshalled and pleasantly presented. The book 
can be recommended to all who seek trustworthy 
information concerning this most contentious 
and dangerous subject. 


The Diagnosis and Treatment of Endocrine 
Disorders in Childhood and Adolescence. 
By Lawson WILKINS, M.D. Springfield, 
Illinois: Charles C Thomas; Oxford: 
Blackwell Scientific Publications, Ltd., 
1950. Pp. 384. Figures 156. Price gss. 

Tuis superb book differs in every way from any 

textbook of endocrinology hitherto published. It 

is a masterpiece of compression, for the illustra- 
tions are so numerous and the bibliographies so 
long that little space is left over for the letter- 
press. In spite of this there is nothing tele- 
graphic about the style: the book is very read- 
able. This brevity has not been achieved at the 
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cost of completeness, for a prolonged search has 
failed to find any omission of importance, and 
many laboratory procedures are described in 
minute detail. At first it is difficult to see how the 
miracle has been wrought. A second examination 
shows that it has been achieved by the exercise of 
at least three virtues: avoidance of verbosity, 
abstention from speculation, and sense of pro- 
portion. The intelligent use of tables and 
diagrams and adequate explanation of the 
illustrations has eliminated the necessity for 
elaborate and lengthy descriptions of many 
physiological and pathological processes. 

The stress is rightly laid on physiology, and it 
is made clear that most endocrine disorders are 
due more to the aberration of normal processes 
than to the impact of disease. The relation be- 
tween endocrine factors, growth, and sexual 
development is described with admirable clarity 
and with a brevity only possible to one who is 
completely master of his facts. With such 
matters the bulk of the book is rightly con- 
cerned, for it is on them that the spotlight of 
endocrinology can most usefully be turned: 
their aberrations constitute the majority of 
endocrine disorders in childhood. Less common 
conditions are considered, but they are given 
only their fair share of space. The book is worth 
every penny of its appalling price. 


Incontinence in Old People. By Joun C. 
BROCKLEHURST, M.D. Edinburgh: E. & 
S. Livingstone Ltd., 1951. Pp. xiii and 
191. Figures 62. Price 30s. 

IN a survey of 2,223 patients in five Glasgow 
hospitals the author found that 312 (14 per cent.) 
were incontinent. His researches led him to con- 
clude that incontinence in old people falls into 
three main groups: (1) Those with organic 
nervous disease, about 33 per cent.; 60 per 
cent. of whom have had a cerebral catastrophe. 
(2) Those with mental confusion, that is, with 
senile dementia, 29 per cent. (3) Those not in 
group (1) or (2), but who exhibit signs of early 
mental change, 34 per cent. An interesting fact 
was the discovery that incontinence and mental 
confusion were twice as common in women as 
in men. 

Treatment by belladonna, ephedrine and 
trasentin, was not satisfactory. Bed-wetting in 
men can be controlled to a certain extent by 
portable urinals. Emmett’s operation of bladder 
neck resection in cases of transverse lesions of 
the cord is mentioned. This is a valuable pro- 
cedure when the residual urine is high and the 
detrusor muscle does not appear to be able to 
overcome the obstruction at the bladder neck. 
Rehabilitation played a considerable part in the 
care of these patients and several instances of 
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success are quoted. This book is a most im- 
portant contribution to the nursing and welfare 
of the chronic sick and should be read by all 
those interested in geriatrics. 


Skull Fractures and Brain Injuries. By 
Harry E. Mock, m.p. Baltimore: The 
Williams & Wilkins Company; London: 
Baillére, Tindall and Cox, 1951. Pp. 
xiii and 806. Figures 116. Charts 10. 
Price 1145. 

Tus book is written by a general surgeon for 

general surgeons, the author stressing that in 

practice the great majority of head injuries 
cannot be treated by specialists. It is based on 
about 1,500 cases seen by the author and the 

study of hospital records of an additional 6000 

cases; some 230 are described in detail as 

cxamples. In all this it is a little difficult to 
see the wood for the trees, but important 
axioms stand out in bold type; the presentation 
is entirely clinical, based on lifelong experience, 
and the volume will be useful as a reference book 
for the surgeon who takes a special interest in 
head injuries and as a source of statistics. Some 
of the illustrations are too small to show what is 
intended, and it is disappointing to see Percival 
Pott again referred to as ‘Potts’. 


Contraceptive Technique: A Handbook for 
Medical Practitioners and Senior Students. 
By HELENA WRIGHT, M.B., B.S. London: 
J. & A. Churchill, Ltd., 1951. Pp. ix and 
68. Figures 16. Price 6s. 

Tus book fills an important gap in medical 

literature as it presents a clear and simple 

account of the best and safest methods of birth 
control. The major part of the book is taken up 
with the description of the various types of cap 
and the method of fitting them and of instruct- 
ing women in their use. It will be realized that 
the giving of advice on birth control is often 
time-consuming, requiring great tact and 
patience not only in teaching the woman to use 
the appliance provided but in making her accept 
it as necessary if she is to live a full married life 
and yet to space and plan her family. There will 
be many doctors who will themselves be un- 
willing to undertake the actual giving of contra- 
ceptive advice, but who will read this small book 
for the guidance given on the best methods and 
on where birth control advice may be obtained. 

Many medical schools now give some sort of 

instruction in methods of birth control, but this 

is often only in outline; hence this book will also 
prove of value to senior medical students, in 
enabling them to complete their knowledge of 


this important subject. 


Handbook of Child Health. By ALAN 
FURNISS, L.R.C.P., L.R.C.S.ED., L.D.S., 
p.p.H. London: Sylviro Publications Ltd., 
1950. Pp. 280. Price 25s. 

Many aspirants to the Diploma in Child Health 
will look to this handbook for some relief from 
the difficulties that have long threatened per- 
spective in the conception of their studies. 
Here is an attempt to integrate child life around 
the broad pattern of common experience. Em- 
phasis is most heavy on normal variation; on 
basic administration; on appreciation and help 
to the handicapped child; and on the less 
dramatic clinical aberrations, which tend too 
often to incite only neglect from the hospital 
tutor. 


Griindlagen der Gynikologie. By HEUNRICH 
Martius, M.D. Stuttgart: Georg Thieme 
Verlag, 1950. Pp. viii and 144. Figures 
113. Price DM 23.40 ($5.55). 

Tue aim of the author of this book has been to 

present in a form suitable for the student, 

practitioner, and specialist, the fundamentals of 
the anatomy and physiology of gynzcology, and 
the methods of examination of the gynzcological 

patient. The anatomy has been written from a 

functional standpoint and correlated, together 

with the physiology, to clinical work. Emphasis 
is laid on the factors of physiological coordina- 
tion of sex functions. From this logical approach 

a careful balance has been achieved. The book is 

excellently produced with clear illustrations, 

many of which are in colour. 


How I Cured My Duodenal Ulcer. By Joun 
Parr. London: Michael Joseph Ltd., 
1951. Pp. 160. Price 8s. 6d. 

Tue author has had a five-year remission from 

symptoms of duodenal ulcer which had troubled 

him for the previous twenty years and attributes 
the relief to Dr. Spira’s low-fat diet. Spira’s 
hypothesis that bile plus acid causes ulceration 
is entirely unconvincing, but only controlled 
observations can prove whether or not his diet is 
more satisfactory than the traditional regime. 
No one can express full satisfaction with existing 
methods of medical treatment of peptic ulcer, 
but variant methods are best studied by the 
medical profession from reports published in 
their own professional press, and not from books 
based on one case on sale to the public. The 
book gives an accurate and sensible commentary 
on the medical literature on gastric and duodenal 
ulcer in recent years, and most medical men 
would find this aspect interesting; without 
doubt their patients will lend them their copy 
to read! No judgment can be passed on the 
methods prescribed—the traditional ulcer re- 
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gime is, however, based on the personal ex- 
perience of countless thousands of patients with 
peptic ulcer. Those who do not so benefit might 
well try this regime. 


NEW EDITIONS 

AMONG the many additions to The Pharmacology 
and Therapeutics of the Materia Medica, by the 
late Walter J. Dilling, M.B., CH.B., M.P.S., in its 
nineteenth edition (Cassell and Company Ltd., 
21s.) are sections on the adrenocorticotrophic 
hormones, the newer antibiotics, nitrogen 
mustard and radioactive isotopes, the anti- 
histamine drugs, proguanil and other tropical 
disease remedies, new _ insecticides, blood 
products, and local anesthetics. The sections on 
vaccines and serum therapy have been revised 
and the whole work brought into line with the 
British Pharmacopeia 1948. In addition to dis- 
cussion on the pharmacology of different drugs, 
their actions, indications for use, and methods 
of administration are given, and useful lists of 
preparations at the end of each section. Prac- 
titioners will be well advised to acquire a copy 
of the new edition of this valuable aid to 
therapeutics. 


A NEW chapter on ‘acute infectious fevers in 
pregnancy’ has been added to Antenatal and 
Postnatal Care, by F. J. Browne, M.D., D.Sc., 
F.R.C.S.ED., F.R.C.O.G., in its seventh edition 
(J. & A. Churchill Ltd., 30s.). In this chapter a 
section is devoted to maternal varicella and its 
effect on the fetus. Other new material includes 
sections on acute hepatitis, obesity, peptic 
ulcer, lymphogranuloma venereum, syringo- 
melia, the cold test for pregnancy, haemolytic 
disease of the newborn, and congenital mal- 
formations—to mention only a few of the new 
subjects introduced. In the first chapter the 
author gives a history of antenatal care from the 
year 1540 to the present day, and in the con- 
cluding sections some criticism of present-day 
practice. The new edition is well produced and 
illustrated. 


The British Encyclopedia of Medical Practice, 
under the general editorship of Lord Horder, 
G.C.V.0., M.D., F.R.C.P. (Butterworth & Co. 
(Publishers), Ltd.). Volume Five (60s.), the 
second edition of which has now been published, 
ranges from ecthyma to gassing and poison 
gases. The surgeons are particularly well 
represented in this volume; among them: 
Ronald Edwards on empyema, W. B. Gabriel 
on endoscopy of the rectum, John Charnley on 
diseases and injuries of the epiphyses, John 
Hunter on erysipelas, Norman Lake on diseases 
and deformities of the foot, Heneage Ogilvie on 
gall-bladder and bile-ducts, and A. E. Porritt 
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on gas gangrene. Style and format are as good as 
usual, and the emphasis continues to be on the 
practical, although some contributors find it 
difficult to come down to the level of the 
common round of medical practice. The struggle 
to keep up to date is being valiantly maintained, 
but it is disappointing to find no date later than 
1949 in the list of references in the chapter on 
enteric fevers, although it should be added that 
chloramphenicol is fully dealt with. 


Primer on Fractures, prepared by the Special 
Exhibit Committee on Fractures in cooperation 
with the Committee on Scientific Exhibit of the 
American Medical Association, in its sixth 
edition (New York: Paul B. Hoeber, Inc. 
$2.00). The whole of fracture treatment has 
been condensed to a hundred pages, half of 
which are taken up by figures. The letterpress is 
clear, the figures excellent, and the whole book 
admirably produced. For what it is, this book is 
as good as it could be, but it is a little difficult to 
understand for whom it is intended. It is too 
brief to mean much to anyone who does not 
already know quite a lot about fractures and, 
since it recommends difficult procedures like 
pinning a fracture of the femoral neck and 
moulding a fracture of the os calcis with a 
mallet without entering into the difficulties and 
dangers of these procedures, it might be 
dynamite in the hands of the family doctor to 
whom it is apparently addressed. As a revision 
primer for the student who served his time in a 
fracture clinic, or as a source of illustrations for 
a surgeon about to give a lecture, it should serve 
a useful purpose 


Arzt und Laboratorium, by Dr. Hellmut Marx, 
revised by Dr. O. H. Arnold, in its seventh 
edition (Stuttgart: Georg Thieme Verlag, price 
DM 8.70; $2.07), is concerned with the more 
common chemical and microscopical tests which 
are carried out in the pathological laboratory. 
The scope of the book is surprisingly wide in 
relation to its size; practical details of a large 
number of tests which can be performed in the 
small laboratory are included, whilst the 
significance of the more complicated pro- 
cedures is discussed without inclusion of 
practical details. The conception of the book is 
excellent in that it is designed to assist the 
physician in the selection of appropriate patho- 
logical examinations, interpretation of the re- 
sults, and performance of the simpler tests. 





The contents for the August issue, which will contain a 
symposium on ‘Mental Disease in General Practice’ will be 
found on page lxil at the end of the Advertisement section. 





Notes and Preparations see page 97 
Fifty Years Ago see page 101 
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An increasingly 


important factor in 
the treatment of 


PEPTIC ULCERS 
SKIN DISORDERS 
FATIGUE AND ASTHENIC STATES 
BLOOD DYSCRASIAS 
ACUTE INFECTIONS 
WOUNDS AND FRACTURES 
GUM INFECTIONS 


In all these maladies valuable results from the use of 
natural vitamin C, in the form of Ribena, are con- 
stantly being reported—even in obstinate cases. Ribena 
is the pure undiluted juice of fresh ripe blackcurrants 
with cane sugar. It is delicious to take and, being freed 
from all cellular structure of the fruit, will aot upset 
the most delicate stomach. It is exceptionally rich in 
natural vitamin C (not less than 20mgm. per fluid 
ounce) and associated factors. 


Ask your secretary to write for more detailed 
information now 


Ribena 


(RIBES NIGRA) 
BLACKCURRANT SYRUP 


Rich in natural Vitamin C 


* 


H. W. CARTER & CO. LTD. (Dept. 5.1), 
THE ROYAL FOREST FACTORY, COLEFORD, GLOUCESTER. 
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When the knife is of no avail... 





In cases of inoperable cancer of the breast 
or prostate, it is found that in many 
instances benefit is derived from the 
administration of sex hormones. These 
are prepared by Organon Laboratories in 


the most convenient form and in suitable 





strengths. 


Full literature with bibliography om request. 





Testosterone Propionate ¢o mg. per cc. in i cc and 2 c« 





ampoules 10 cc. vials 

Methyl Testosterone 2¢ mg. (sublingual) and go mg. (oral) 
tablets 

Testosterone Implants 100 mg 

Lynoral (Ethinyl Ocstradiol) 1 mg. tablets (scored) 








RGANON 


ORGANON LABORATORIES LTD BRETTENHAM HOUSE LONDON W 
Temple Bar 6785/67 02512 Venformon, Rand, London 





NOTES AND PREPARATIONS 


NEW PREPARATIONS 


MYSTREPTON OINTMENT contains 2000 units of 
crystalline sodium penicillin G, and 10,000 
units of dihydrostreptomycin sulphate per 
gramme, in a special ointment base. It has been 
prepared for the treatment of mixed skin 
affections, particularly low-grade ones, such as 


indolent ulcers, wounds, and infected come- 


dones of long standing. Treatment with this 
preparation should be intensive and of short 


in half-ounce tubes. (Glaxo 


Greenford Middlesex.) 


duration. Issued 
Laboratories Ltd 


ROTERCHOLON (rhizoma curcume jJavanic2, 120 
mg.; fel tauri, 65 mg.; oleum menthe piperitz, 
10 mg.; oleum fceniculi, 3 mg.; oleum carvi, 2 
mg.; oleum rosmarini, 2 mg.; oleum gaultheriz, 
0.2 mg.; aloe pulv., 5 mg.; podophyllinum, 1 
mg.; liquor carbonis detergens, 6 mg.). In this 
preparation the cholagogic and choleretic action 
is combined with analgesic, antiseptic and laxa- 
tive properties for the treatment of extra-hepatic 
diseases. Issued in the form of dragees, in tubes 
of 60, 150 and 500. (Pharmaceuische Fabriek 
Roter, Hilversum, Holland; F.A.1.R. Labora- 
tories Ltd., 183 Heath Road, Twickenham.) 


J. F. Macfarlan Co., manufacturing chemists 
since 1780, has been converted into a private 
limited company. As from June 1 the firm is 
known as J. F. Macfarlan & Co., Ltd., 8 


Elstree Way, Herts 


NEW APPARATUS 
Mope 101 1s the 
produced by the 


THe Bevcccere *“ULTIMate’ 
latest and smallest model 
manufacturers of Belclere hearing aids. Its size 
is comparable to that of a cigarette lighter 
(42 x 65 x 19 mm.) and it weighs only 3 ounces, 
inclusive of batteries. Yet the power is stated to 
be ‘more than ample for most hearing needs’, 
and adjustment is instant and smooth under 
finger-tip control. The sound to sound am- 
plification is 45 db. at 1000 c.p.s.; the H.T. 
current, 300-500 microamps., the L.T., 30 
milliamps., the batteries H.T. voltage (Ever 
Ready B.144) 15 volts, and L.T. voltage 
(Mallory RM. 1) 1.3 volts. Advantages claimed 
for the ‘Ultimate’ model are: an entirely new 
type of microphone suspension to prevent 
noises due to vibration; automatic volume 
limitation; a greater degree than heretofore of 
clarity in speech and music; economy and 
reliability. The new instrument is attractive in 
appearance, and is supplied in a case with hinged 


back for easy access to batteries. (John Bell & 
Croyden, 117 High Street, Oxford.) 


MEDICAL FILMS 


Techmque for Dhiabetics.—This 
film, made by Dr. Phillip Sattin with the 
collaboration of Dr. F. Dudley Hart, Dr. 
R. D. Lawrence, and members of the Diabetic 
Association, was shown recently in the West- 
minster Medical School. It is a colour film 
(available both as a silent film and a talkie) 
which runs for ten minutes and shows in simple 
form the technique of sterilization of the 
syringe, drawing up of insulin, and administra- 
tion of insulin and insulin mixtures. It is suit- 
able for showing to medical students, nurses, 
and diabetic patients themselves. Dr Hart in his 
opening remarks said that ‘as diabetes mellitus 
was a condition in which the diabetic was, to a 
large extent, his own therapist, such a film 
would be useful as playing a part in the educa- 
tion of diabetics in the treatment of their own 
condition’. The film may be obtained for show- 
ing through the Diabetic Association, 152 
Harley Street, London, W.1 


Self-Injection 


Two additions to the I.C.I. Film 
Library are :‘Functions of Carotid Sinus and 
Aortic Nerve’: (1) ‘Pressoreceptors’ (running 
time 38 min. 16 mm. colour); (2) ‘Chemo- 
receptors’ (running time 33 min. 16 mm. 
colour); and “The Lymphatic System’ (running 
time 45 min. 16 mm. colour). The first deals 
with the effects on blood pressure of clamping 
the carotid arteries and begins with Czermak’s 
observations in 1866. Part 2 deals with the 
anatomy and histology of the carotid. The 
second film, “The Lymphatic System’ demon- 
strates the lymphatic system in the rabbit, dog, 
cat and monkey, and concludes with diagram- 
matic presentations of the source and circulation 
of lymph and lymphocytes, and the course of 
subcutaneous lymph in man. (Film Library, 
1.C.I. Ltd., Bolton House, 61 Curzon Street, 
London, Ww 1.) 


recent 


PUBLICATIONS 


Royal College of Surgeons of England. A Record 
of the Years from 1901 to 1950. The College, 
which has completed 150 years of corporate life, 
now publishes an interesting and well-illustrated 
record of the achievements of its third half- 
century. A brief history of the College's 
domestic affairs deals with hospitality, education 
and examinations, the Museum and research, 
the Library, publications, and benefactions. A 


CONTINUED ON PAGE % 
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valuable feature of this book are succinct but 
most readable accounts of the lives of the 
Presidents during that period, beginning with 
Sir William MacCormac and ending with Sir 
Cecil Wakeley. (Obtainable from the College, 
Lincoln’s Inn Fields, London, W.C.2, in two 
editions—paper cover, 5s.; maroon bookcloth 
with gold lettering, 8s. 6d.) 


The Manchester School of Obstetrics and Gyne- 
cology, an analysis of obstetric work at St. Mary’s 
Hospitals, Manchester, from the Registers, 
1875 to 1920, by John W. Bride, M.D., F.R.C.0.G., 
is an historically valuable document which 
tabulates the obstetric operations for pelvic 
contraction, records developments since 1920, 
and lists the professors of obstetrics and 
gynxcology since 1876. This booklet, which 
includes a 2-page bibliography, is a useful 
companion volume to Lloyd Roberts’ “The 
Manchester School of Obstetrics and Gyne- 
cology and its Rise’ (1902), and to Adami’s “The 
Manchester School. Charles White and the 
Arrest of Puerperal Fever’ (1921). (Manchester: 
John Sherratt & Son, price 3s. 6d.) 


St. Thomas's Reports. Second Series. Vol. VI, 
which has now been published, is the usual de- 
lightful pot-pourri which hospital reports tend 
to be. Unorthodox articles on diabetes mellitus, 
reviews of series of cases (including 490 of car- 
cinoma of the bronchus), modern diagnostic 
methods (including an admirably illustrated one 
on angiography), case reports (including an 
interesting case of Hodgkin’s disease of the 
cerebellum): these categories constitute the 
majority of the nineteen articles in this volume. 
As a cross-section of the activities of a modern 
teaching hospital, this volume will be of interest 
te many readers, apart from those with special 
interest in the subjects dealt with. The standard 
of reproduction of the photographs and X-rays 
is commendably high. (The Librarian, St. 
Thomas’s Hospital Medical School, London, 
S.E.1, price 10s. 6d.) 


The Adolescent Delinquent Boy is the title of a 
report of the joint committee on psychiatry and 
the law appointed by the British Medical 
Association and The Magistrates’ Association, 
which has just been published. The committee 
‘notes with concern the steep rise in the in- 
cidence of adolescent delinquency in the last 
ten years’. It does not consider that ‘this increase 
has been due to any new basic cause or groups of 
causes, but rather to a gross increase in the ex- 
tent to which the adolescents of today have been 
subjected in their formative years to a wide 
variety of adverse influences’. Stress is laid upon 
the important part played by the decline in the 


standards of family life and parental example. 
Among the many recommendations advanced 
for dealing with the problem is one drawing 
attention to the importance of recognizing at an 
early stage the delinquent who is not likely to 
respond to any form of treatment. This ad- 
mirably concise report should be studied care- 
fully by all who are interested in this important 
problem. (British Medical Association, Tavistock 
Square London, W.C.1, price 3d.) 

A Dictionary of Science, by E. B. Uvarov, 
B.SC., A.R.L.C., and D. R. Chapman, B.a., which 
was first published in 1942, has now been re- 
issued in a completely revised edition. It covers 
chemistry, physics, astronomy and mathematics, 
and should prove useful as a reference book. 
The definitions are clear and concise and a high 
standard of accuracy has been maintained in 
spite of abbreviation and simplification. (Pen- 
guin Books, price 2s.) 


Good Health with Diabetes, by lan Murray, 
M.D., F.R.F.P.S.G., F.R.C.P.ED., and Margaret 
B. Muir, S.R.N., is a patients’ handbook in which 
the subject of diet is dealt with in detail and 
some useful recipes given. Other chapters deal 
with insulin and its administration, testing the 
urine, and latter covering 
insulin reactions, concomitant illness, sore feet, 
diabetic coma, and ‘what to do when you have 
forgotten your insulin’. (2nd edition: E. & S. 
Livingstone Ltd., price 2s.) 


emergencies, the 


Recipes for Light Diets, by E. M. Shipley, 
s.sc., and H. M. Dundas, is an excellent col- 
lection of light diets—soup, fish, eggs, cheese, 
meat, vegetables, sauces, sweets, cakes—and 
how to prepare and cook them. In the foreword, 
F. Avery Jones emphasizes the importance of 
appetizing food for those with digestive dis- 
orders or gastric or duodenal ulcers, and this 
little book will greatly aid those who have to 
prepare such diets. (J. & A. Churchill Ltd., 
price 35. 6d.) 


‘An Introduction to Health Education’, edited by 
Robert Sutherland, M.p., D.P.H., and published 
by The Central Council for Health Education, 
contains eight signed contributions by, among 
others, Lord Woolton, Andrew Topping, R. H. 
Parry, and the Editor, and lists films, film strips, 
and display material relating to various aspects 
of health education. A useful and stimulating 
booklet, but the price (7s. 6d.) is prohibitive. 
(Central Council for Health Education, 
Tavistock House, London, W.C.1.) 


Creation of Therapeutic Mists and their Passage 
from Atomizer to Lungs, by W. E. Collison, 


CONTINUED ON PAGE 100 
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THE CHEMOTHERAPY OF TUBERCULOSIS WITH P.A.S. 








‘PA LY -/ AB) BA THE SHORT NAME FOR “PARAMISAN CACHETS 


...the METHOD OF CHOICE for 
DOMICILIARY TREATMENT 


Presentation of ‘Paramisan’ in the form of CACHETS has been 
welcomed ; particularly with the growing use of the drug for 
treatment at home. Cachets provide an accurate dose in a form 


which is convenient to dispense, to carry and to take. 


Consider these further advantages — 


ABSOLUTE FRESHNESS 


‘PASHETS* bring the drug fresh to the patient 


CERTAIN LIBERATION 


*PASHETS’ disintegrate quickly when swallowed, thus 


ensuring rapid ana certain uberation oi the drug 


ACCEPTABLE TO PATIENT 


*‘PASHETS’ are surprisingly easy to swallow, leave no 
unpleasant taste and mean less ‘‘swallows'' per day 
These advantages maintain the co-operation of the 
patient—make for quicker recovery and rehabilitation 
Without doubt an efficient and acceptable forn 
sentation for the patient, the chemist and the doctor 
truly economical way to buy and administer P.A.S 


‘PARAMISAN’ seers. 


CACHETS CONTAINING I.5g. SODIUM para-AMINOSALICYLATE 
MOISTURE-PROOF WRAPS OF 10 IN CONTAINERS OF 100 & S00 ‘PASHETS’ 


*PASHETS* & ‘PARAMISAN * are Trade Marks of 
<APL> HERTS PHARMACEUTICALS LTD., WELWYN GARDEN CITY, ENGLAND 
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Institute Ltd., 
Inhaler, and discusses 


The Inhalation 
describes the ‘Collison’ 
the factors governing the creation of therapeutic 
mists, which are adrenaline 
and the antiseptic groups. (Available on applica- 
tion to 87 Eccleston Square, London, 5.W.1.) 


issued by 


classified as the 


Medical Books. 


Livingstone Ltd., 


Livingstone ‘Books published 
by E. & S. May 
pleasantly produced and well-illustrated alpha- 
books 


which is 


1951 8 a 


betical catalogue of and journals, the 


extracts 


Edin 


enhanced by 


Plac a 


usefulness of 
trom 
burgh, 1.) 


reviews. (16-17 Teviot 


Peptic Ulcer and the General Practitioner is the 
title of No. 3 of a diet, 
summarizing recent trends of medical opinion, 


series of leaflets on 
and issued by Energen Dietary Service free of 
charge to the medical profession. (65 Pound 


Lane, London, N.W.10.) 


Ltd > 


well-illustrated 


Slough, 
booklet 
which gives ‘the brief story of a modern enter- 
prise specializing in the manufacture of ultra- 
violet and infra-red ray equipment’ 


Hanovia Hanovia 


have 


1925-1950 
brought out a 


OFFICIAL 
Toxic Chemicals in 
the Working Party 
Ministry of Agriculture and Fisheries to make 
recommendations for the 


PUBLICATIONS 
Igriculture 
appointed in 


is the report of 


1950 by the 


promotion of the 
safety of workers in the agricultural use of toxic 
chemicals. The report deals with the two groups 


of such preparations which have recently been 
into 
weed-killers, 
(dinitro-ortho-cresol) 
butyl-phenol), and the organo-phosphorus in- 


aromatic 
DNC 


(dinitro-sec- 


general use: the 
mclude 


DNBP 


introduced 
dinitro which 
and 
secticides, which include parathion, —TEPP, 
HETP, and schradan. The rapidly increasing 
use of these potent preparations many 
problems of medical interest, and practitioners 


will find in this admirably lucid report an ex- 


raises 


cellent review of the medical hazards involved, 
treatment 
Every practitioner in rural areas should possess 
may be 
called upon to deal with a case of poisoning 
from them. Incidentally, one of the 
recommendations in the report is that the 
Ministry of Agriculture and Fisheries should 
with the British Medical 
about the possibility of medical practitioners 
being circularized by the Association about the 
dangers and appropriate treatment. We would 
suggest that this is not one of the functions of 
the B.M.A. Such circularization, which would 
be most useful, should be done by the Ministry 


their recognition, prevention and 


a copy as he never knows when he 


one of 


consult Association 


PRACTITIONER 


(London Stationery 


of Health. 


price Is. 


H.M Office, 


OFFICIAL 


( olomal Se rele, 


NOTICES 
H Vv. Valaya. 

serious shortage of doctors in Malaya, and the 
Government ‘regard as an essential step in the 


There a 


re-establishment of law and order there, that 
full civil administration and 
should be introduced in each area as it becomes 
Details of appointments and salaries on 


social services 
ready’ 
probation for establishment, on 
secondment from the National Health Service, 
and on a temporary basis with special contract 
Ministry of Health. 
from the 
Service), 
Great 
reter- 


permanent 


terms are issued by the 
obtainable 


(Colonial 


Application forms are 
Director of Recruitment 
Colonial Office, 
Smith Street, 


ence number 27215/242 


Sanctuary Buildings, 


London, 5.W.1, quoting 


Precautions Against Anesthetic 
Operating Theatres, an illustrated Memorandum 
191 Med. (Revised), issued by the Ministry of 
Health, attention to the risk of 
igniting an inflammable anzsthetic as electrical 
with 


Explosions m 


draws rising 


technique advances increasing use of 


surgical diathermy, advises on precautions to 
be taken, and lists various recent accidents in 


this countri 


lureomycin and Chloramphenicol.—Regulations 
(the Aureomycin and Chloramphenicol Regula- 
tions, 1951) have been made by the Ministry of 
Health, the Secretary of State for Scotland, and 
the Minister of Health and Local Government 
of Northern aureomycin and 
chloramphenicol are brought within the scope of 
the Penicillin Act, 1947. The effect of this 
Regulation, which came in to force on June 1, is 
that these two products and preparations con- 
taining them may be supplied to the public only 


Ireland, whereby 


on medical, dental or veterinary prescription, 
and, failing specified directions, such prescrip- 


tion may be dispensed once only. 


WE have received the following notice from the 
Be yard ot Trade 

*Terramycin and cultured pearls. 
Terramycin should be added to the list of drugs 
excluded from the liberalised category ‘‘Drugs, 
medicines, and medicinal preparations, manu- 
From the 


From May 29, 


factured or prepared, except 
same date the liberalised item “pearls, real or 
cultured, unset’”” should be amended to read 
“pearls, real, unset’’. This means that licences 
will in future be required for the import from 
any territory of Terramycin or unset cultured 
pearls. Where H.M. Customs can be satisfied 
that goods affected by these changes were today 
en route to the United Kingdom, they will still 


be admitted without individual licence’. 


THE PRACTITIONER: 50 Years Ago. See Page !0! 





ANNOUNCEMENTS 














Consult your own Agency, and secure 
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MEDICAL INSURANCE AGENCY 


Chief Office 
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EDINBURGH : 6, Drumsheugh Gardens 
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CLIN ITEST- available on the N.H.S. 


The dependable urine-sugar analysis set 


7 


~ 


Simple. reliable © Clinitest Brand) Sets and LINITEST 
Reagent tablets, essential in modern diabetic : 
treatment, comply with the official specifica 
, ; » , Approved by the Diabetic Association Medical 
ar Ss al Pagen ye-SuLar pPpror y 
tions for appliances and reagents for urine-sug Se a 


I ay be prescribed on Form 
a ot mess : . » Complete Set, including ¥%6 tablets . 10 - 
™.C.10. For accuracy and convenience this one Refill bottles (36 tablets 36 
minute, no-heating, copper reduction tablet test Supplies always available at ali good-class chemists. Medical 
is unrivalled. The clear. unclouded colours o! Desvatuve evaitable on oauses 6 the sole Geartbulers 

. < ratche Bd > sharply de 
the test, easily matched against the s ply « DON S. MOMAND LTD.. 58 ALBANY STREET, LONDON, N.W.1 
tined * Clinitest colour scale, give patients every 
confidence in their readings, eliminating many Made by Miles Laboratories, Ltd., Bridgend 


unnecessary visits to the practitioner 5. Wales, under licence from Ames Co., In 
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THE OESTROGEN DEFICIENCY 
OF 


THE MENOPAUSE 
is almost always complicated by 


NERVOUS DISTURBANCES 


Oestrogens alone control only 


\ 
\\ 


partially the syndrome. 


BarbOestryl 
ROUSSEL 


contains in each tablet 
Ethinyl-Oestradiol-0.01 mg. 
PAPAVERINE gr. | and PHENOBARB. gr. | 





QA MN 


FOR COMPLETE CONTROL 


OF THE MENOPAUSAL SYNDROME 


Samples and literature on request. 


Packings of 25, 100 and 1000 tablets 


ROL ei 


ROUSSEL LABORATORIES LIMITED 


> «©6847 Harrow Road, London, N.W.10. LADbroke 3608 f,, 
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THE PRACTITIONER 
fifty Bears Ago 


‘Let them consume away like a snail, and be like the untimely fruit of a woman 
~The Book of Common Prayer 


them not see the sun’ 


JuLy, 


OncE again The Practitioner produces a special 
number wholly devoted to the subject of tubercu- 
losis. A tuberculosis number published in June 
1898 had suggested ‘a national crusade against a 
national scourge The outcome of this sug- 
gestion the formation of the National 
Association for the Prevention of Consumption 
and other Forms of Tuberculosis. That Associa- 
tion has not yet completed its third year of 
existence, but already it has done much to 
educate the public mind on the dangers of 
tuberculosis and the means of avoiding them, 
and to induce public bodies to use their authority 
and influence in the furtherance of the cause’. 
of the near approach of a British 
Tuberculosis, to be held at the 
end of July, ‘the present time seems opportune 
for the issue of another number of The Prac- 
The reader is 


was 


In view 
Congress on 


titioner devoted to tuberculosis 
accordingly offered a number of papers by men 
a guarantee of special com- 


“ hose names are 


petence, on the subjects of greatest ‘“‘actuality” 
in the wide domain of tuberculosis’ 

The symposium is opened by Sir Hermann 
Weber, Consulting Physician to the German 
Hospital, and the Ventnor and North London 
Hospitals for Consumption, with a paper ‘On 
the International Relations in the Prevention of 
Tuberculosis’, which proposes that the ordinary 
ot be enforced 
everywhere international diffi- 
cult, and perhaps debatable, point is whether 
given to the public 


should 


measures prevention 


by consent. ‘A 
information ought to be 
sanitary authorities of every case of tuberculosis, 
especially pulmonary tuberculosis . if we look 
at the question without prejudice and sentiment 
we must see that the duty of giving information 
has advantages to the whole community, and 
that the disadvantages to the diseased person 
and to the family can, with tact and discrimina- 
tion, be rendered quite bearable’. In this con- 
nexion it may be recalled that the first Borough 
Council in England to adopt compulsory noti- 
fication was that of Sheffield in 1903. It was only 
in 1913, however, that under the Public Health 
(Tuberculosis) Regulations, 1912, all forms of 
tuberculosis had to be notified. 

Nathan Raw, Physician-Superintendent of the 
Mill Road Infirmary, Liverpool, in his article 
‘Should the State undertake the Prevention and 
Treatment of Consumption?’, thinks it hopeless 


and let 


Igo! 


to look to Parliament for help but advises that 
the Local Government Board should render 
active assistance by encouraging local authorities 
to fight against the disease. Arthur Newsholme, 
then M.O.H. for Brighton, deals with “The 
Notification of Tuberculosis’, and R. Mander 
Smyth, late house physician at the Brompton 
Hospital, strikingly his personal 
perience of ‘galloping consumption’. In his 
‘pitiable and desperate the ‘spes 
phthisica’ never quite deserted him, and he 
argued to himself that ‘only a good climate, and 


records ex- 


condition’ 


Howard Coster 


Sir StClair Thomson (1859-1943) 


perhaps a period of two or three years’ treat 


to effect a recovery!’ At 
Nordrach in Baden, ‘far more important than 
fresh air were the meals. Three a day, at eight, 
one, and seven, they came with pitiless regu 
larity. A plate of pork and potatoes, a leg and 
wing of a chicken, salad and more potatoes, and 
to finish a large solid pastry, 
would constitute a typical dinner; more, 
than a man of hearty appetite would 
but to the feeble invalid a Gargantuan 


ment, was necessary 


wedge of very 
not 
indeed, 
consume 
repast’ 
In his article, ‘Open-Air Treatment of Phthisis 
in London’, Hector Mackenzie, Physician to 
St. Thomas's Hospital and to the Hospital for 
Consumption, Brompton, is ‘thoroughly satis 
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Firry YEARS AGo-—continued 


fied that, notwithstanding all the vicissitudes of 
our climate, it is possible to keep patients out of 
day all the round in 
without harm but with the 

Clifford Beale and Hugh 
ondon Chest Hospital, 
“The 
Lungs by 
Perkins, 


doors night and vear 


London, not only 
vreatest benefit’. | 
Walsham of the City of | 
Park, 
lubercular Disease of the 
Rontgen Ravs’. J. J] 
The Early Diagnosis of Pulmonary 
losis’, that the 
has not vet come into favour in this country, 
the 
Continent and in America’. 
writing most entertainingly 
the Air- 
of physi- 


Victoria write on Diagnosis of 
means otf 
discussing 
‘Tubercu- 


tuberculin 


the 
mentions diagnostic 
test 
but we cannot shut our ears to praise 
iccorded it on the 
StClair Thomson, 

“Tubercular Infection 
Passages’, All our 


and all the laws of probability are opposed 


on through 


states knowledge 
ology 
to the possibility of a germ successfully running 
intricacies of the upper air 


the gauntlet of the 


tract, the mucus spread out for it to adhere to, 
ve phagocytes in readiness to slay it, and the 
waving armies of ciliated epithelium in constant 
ction to expel it, that it should then 
particularly be wafted to the upper extremity of 
the 
the 
monest 


and 


Esen there it would have to penetrate 
residual air The 
infection is by in- 


lung! 
still 


mass of com- 


mode of tubercular 


PRAC 


TITIONER 


halation, and the inhaled bacillus has infected 
the system before the air current has reached the 
larynx—most probably through the lymphoid 
tissue of the nasopharynx and pharynx’. 

Among 216 tuberculous children under twelve 
vears of age, examined post mortem by George F. 
Still, Assistant Physician for Diseases of Chil- 
dren, King's College Hospital, infection appeared 
to have entered through the lung in 138, through 
the intestine in 63, and through the ear in 15. 

“Tubercle is not like cancer or other malignant 

Albert Carless, Surgeon to 
Hospital, in his article, “The 
Tubercular Disease’; ‘it 
. such natural cures 
slow, often taking months 
item to consider even 
much more so 


diseases’, writes 
King’s College 
Surgical Treatment of 
is spontaneously curable 

are usually very 
important 


wealthy, and how 


or vears, an 
amongst the 
amongst the poor’! 

‘In the treatment of phthisis’, according to 
Leonard Robinson, ‘raw meat is looked upon 
by the majority of contemporary phy Sicians as a 
good MM. Richet and J. Héricourt 

consider that raw meat or the plasma pressed 
the antitoxic agents 
effectively 
These ex- 


“zomo- 


food .. 
from the raw meat act by 


therein which 


contained, elements 
the tubercular intoxication. 
Perimenters have applied the term 
to this method of organo-therapy’ 


W.R.B. 


combat 


therapy 


One of Britain’s 
great Surgeons 


We have only to mention ‘antiseptic surgery’ and 
you have the name at once—LORD LISTER. We 


are proud to remember that we 


(Emanl.) SHRIMP- 


TON & FLETCHER, made his needles for him and 
were even entrusted to prepare some of his sutures. 


Today we wish to bring to your notice our 


yon? 


REGO TRADE MARK “~% | | Mi 


HYPODERMIC 
SYRINGES 


These fine syringes are individually calibrated and 


the fused graduations are permanent. 


Careful 


matching OF EACH BARREL AND PLUNGER, 
together with precision-ground surfaces, ensures a 


Made 
Shrimpton 
Fletcher 

Reddi teh 


Sizes up to 20 ml. 


From Wholesale Surgical Instrument Houses 


perfect ‘wet seal’ unattainable with smooth surfaces. 


Repair service available. 
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ureomycin 


8 #82 € 8 t ! 


( “vysta line 
Lederle ~ 


To date, more than 3,500 reports have appeared ia 
professional and scientific journals throughout the 
world, substantiating the claim that aureomycin 
possesses a therapeutic efficacy far beyond the scope 
of other chemo-therapeutic agents 

Aureomycin has been found effective for the control 
of the following infections : African ‘ick-bite 
fever, acute amoebiasis, bacterial and virus-like 


infections of the eye, bacteroides septicemia, 





boutonneuse fever, acute brucellosis, Gram-positive 
infections (including those caused by streptococci, 
staphylococci, and pneumococci), *Gram-negative 
infections (including those caused by the coli-aerogene 
group), granuloma inguinale, H. influenzae infections 
lymphogranuloma venereum, peritonitis, primary 


Packages : atypical pneumonia, psittacosis (parrot fever), 
Oral : Capsules, bottles of 
25, 50 mg. each, and bottles 

fey ac ac enc 2. 
of 8 and 16, 250 mg. each. spotted fever, subacute bacterial endocarditis re 


sistant to penicillin, trachoma, tularemia and typhus 


Q fever, rickettsial infections, Rocky Mountain 


AUREOMYCIN 
is manufactured 
in England by 


LEDERLE LABORATORIES DIVISION 
Oyanamid Product Led 


BRE'TER HAM HOUSE LANCASTER PLACE LONDON w.c2 


Complete details on request. 
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Perfect 
toleration. . 


The acceptance and rapid assimilation of glucose depends very much 
upon the form in which it is offered. Ordinary glucose has a sickly, even 
nauseating flavour but this has been entirely overcome in LUCOZADE which 
is a most refreshing and palatable beverage. The offer of LUCOZADE 
secures eager acceptance—and this ensures the full energising and therapeutic 
effect anticipated from glucose ingestion. 


in  LUCOZADE 


improved form of glucose therapy 





LUCOZADE LTD: GT. WEST ROAD: BRENTFORD: MIDDX. 
M isa 
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ANNOUNCEMENTS LXI 


— 


ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
President-—THt Most Hon. THE MARQUESS OF EXETER, K.G., C.M.G., A.D« 
Medical Superintendent—-THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M 
Ihis Registered Hospital is situated in 130 acres of park and pleasure grounds. Voluntary patients, who are 
suffering from incipient mental disorders, or who wish to prevent recurrent attacks of mental trouble; temporary 
patients, and certified patients of both sexes are received for treatment. Careful clinical, biochemical, bac 
teriological and pathological examinations. Private rooms with special nurses, male or female, in the Hospital 
or in one of the numerous villas in the grounds of the various branches can be provided 


WANTAGE HOUSE 

rhis is a Reception Hospital in detached grounds with a separate entrance, to which patients can be ad- 
mitted. It is equipped with all the apparatus for the complete investigation and treatment of Mental and Nervous 
Disorders by the most modern methods; insulin treatment is available for suitable cases. It contains special 
departments for hydrotherapy by various methods, including Turkish and Russian baths, the prolonged immer 
sion bath, Vichy Douche, Scotch Douche, Electrical baths, Plombiéres treatment, &« There is an Operating 
Theatre, a Dental Surgery, an X-Ray Room, an Ultra-Violet Apparatus, and a Department for Diathermy and 
High-Frequency treatment It also contains Laboratories for biochemical, bacteriological, and pathological 
research. Psychotherapeutic treatment is employed when indicated 


MOULTON PARK 


I'wo miles from the Main Hospital there are several branch establishments and villas situated in a park and 
farm of 650 acres Milk, meat, fruit, and vegetables are supplied to the Hospital from the farm, gardens, and 
orchards of Moulton Park. Occupational therapy is a feature of this branch, and patients are given every facility 
for occupying themselves in farming, gardening, and fruit-growing 


BRYN—Y-~NEUADD HALL 


Ihe seaside house of St. Andrews Hospital is beautifully situated in a Park of 330 acres, at Llanfairfechan 
amidst the finest scenery in North Wales. On the north-west side of the Estate a mile of sea coast forms the 
boundary Patients may visit this branch for a short seaside change, or for longer periods The Hospital has its 
own private bathing house on the seashore here 1 t w in the park 

At all the branches of the Hospital there are cricket grounds, football and hockey grounds, lawn tennis 
Ladies and gentlemen have 











courts (grass and hard courts), croquet grounds, golf courses, and bowling greens 
their own gardens, and facilities are provided for handicrafts, such as carpentry, &« 

For terms and further particulars apply to the Medical Superintendent (Telephon« No. 4354, three lines 
Northampton), who can be seen in London by appointment 
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The problem was 


to neutralise aspirin and to make it soluble. 


The problem has now been solved. 


Aspirin is acidic, sparingly soluble, and for many subjects a gastric 
irritant. By contrast, its calcium salt is neutral, soluble and bland. 
Unfortunately, however, calcium aspirin as ordinarily presented 
is unstable, and thus, sooner or later, becomes contaminated with 
the breakdown products, acetic and salicylic acids. In ‘Disprin’ 
the problem of providing calcium aspirin in stable and palatable 
form has been solved. Extensive clinical trials show that 


Disprin in large dosage and 





over prolonged periods, can be 
tolerated without the develop- 
ment of gastric and systemic 


disturbances, except in cases of 





extreme hypersensitivity. 


D S P R 


Neutral, stable, soluble, palatable calcium aspirin 


On prescription Disprin is free of Purchase Tax. 


Clinical sample and literature supplied on application. 


TT &@ COLMAN LTD., HULI AND LONDON (PHARMACEUTICAL DEPT., HULL) 
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~ NCIMETION- 


DL-METHIONINE 


The only essential sulphur - containing 
amino acid 


The effect of methionine in protecting the 
liver against fatty degeneration and toxic sub- 
stances is due to the following factors :— 

1. The presence in the molecule of a sulphur atom 
which is concerned with the transsulphuration 
reactions. 

. The presence of a methyl group which 
is responsible for various transmethylation 
reactions. 

INDICATIONS : 

Toxic hepatitis, hepatic cirrhosis, secondary 

anaemias, purpura, jaundice and debility- 





In packings of 50 and 250 tablets 
each containing 0.25 G. DL-Methionine 


Clinical samples and literature on request 


CONTINENTAL LABORATORIES LTD | 


101 Great Russell Street, London, W.C.1 
Telephone: MUSeum 20423 ¢@ Telegrams: Taxolabs, Phone, London 




















COMBINED ATTACK 
ON FUNGAL INFECTIONS 


THE COMBINED APPLICATION of Mycil Ointment and 
Mycil Dusting Powder is effective in the treatment 
of fungal infections of the skin and particularly of 
when clinical cure has been effected. Its absorptive 
properties are effective in the treatment of excessive 
perspiration. Mycil preparations are non-mercurial 
and may safely be applied over a prolonged period. 


*MYCIL’ 


Contains Chlorphenesin (p-chlorophenyl - «- glycerol ether) 


Ointment in collapsible metal tubes. 
Sarees outer ts Sgutchinx oan. 


MEDICAL DEPARTMENT 
THE BRITISH DRUG UG HOUSES LTD. LONDON N.1 





